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LIPID-MODIFIED IMMUNE RESPONSE MODIFIERS 

5 

CROSS-REFERENCE TO RELATED APPLICATIONS 
This application claims priority to U.S. Patent Application Serial No. 
10/640904, filed on August 14, 2003, and to U.S. Provisional Patent Application 
Serial Nos. 60/515604, filed on October 30, 2003, and 60/544561, filed on 
February 13, 2004, each of which is iacorporated herein by reference in then- 
entirety. 

BACKGROUND 

In the 1950's tihie ljH-imidazo[4,5-c]quinoline ring system was developed, 
and l-(6-methoxy-8-quinolinyl)-2-methyl-l^-imidazo[4,5-c]quinoline was 
synthesized for possible \xse as an antimalarial agent. Subsequently, syntheses of 
various substituted liy-imidazo[4,5-c] quinolines were reported. For example, 
l-[2-(4-piperidyl)ethyl]-lJy-imida2;o[4,5-c]quinoline was synthesized as a 
possible anticonvulsant and cardiovascular agent. Also, several 2- 
oxoimidazo[4,5-c]quinolines have been reported. 

Certain liy-imidazo[4,5-c]qviinohn-4-amines and 1- and 2-substituted 
derivatives thereof were later found to be usefiil as antiviral agents, 
bronchodilators and immimomodulators. Subsequently, certain substituted IH- 
imidazo[4,5-c] pyridin-4-amine, quinolin-4-amine, tetrahydroquinolin-4-amine, 
naphthyridin-4-amine, and tetrahydronaphthyridin-4-amine compounds as well 
as certain analogous thiazolo and oxazolo compounds were synthesized and 
found to be usefiil as immxme response modifiers (IRMs), rendering them usefiil 
in the treatment of a variety of disorders. 

There continues to be interest in and a need for compounds that have the 
abiUty to modulate the immune response, by induction of cytokine biosynthesis 
or other mechanisms. 
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SUMMARY 

A new class of compounds useful for modulating cj^okine biosynthesis 
has now been found. In one aspect, the present invention provides an IRM 
compound covalently bound to an Ri group wherein Ri is as defined below; and 
5 pharmaceutically acceptable salts thereof. Jn one embodiment, the present 
invention provides such compounds, which are of Formula I: 




I 

wherein Ra, Rb, Ru and R" are as defined below; and pharmaceutically 
10 acceptable salts thereof. 

Examples of such compounds include those of the following Formulas n, 

m, IV, V, VI, and VH: 
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vn 



10 



15 



20 



wherein R, Ra, Rb, Ru R2, and n are as defined below; and phaxmaceutically 
acceptable salts thereof. 

IRM compounds covalently bound to an Ri group including the 
compounds of Formula I are useful as immirne response modifiers (IRMs) due to 
their ability to induce or inhibit cytokine biosynthesis (e.g., induce or iiihibit the 
biosynthesis or production of one or more cytokines) and otherwise modulate the 
immune response when administered to animals. This makes the compounds 
useful in the treatment of a variety of conditions such as viral diseases, 
neoplastic diseases, and autoimmime diseases that are responsive to such 
changes in the immune response. 

In another aspect, the present invention provides pharmaceutical 

compositions containing the immune response modifier compounds, and 

methods of inducing or inhibiting cytokine biosynthesis in an animal, treating a 

viral disease in an animal, and treating a neoplastic disease in an animal, by 

-3- 
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administering an effective amount of one or more compoimds of Formula I 
and/or phaxmaceutically acceptable salts thereof to the animal. 

As used herein, "a," "an," "the," "at least one," and "one or more" are 
used interchangeably. 

The terms "comprising" and variations thereof do not have a hmiting 
meaning where these terms appear in the description and claims. 

The above summary of the present invention is not intended to describe 
each disclosed embodiment or every implementation of the present invention. 
The description that follows more particularly exemplifies illustrative 
embodiments. Guidance is also provided herein through hsts of examples, 
which can be used in various combinations, hi each instance, the recited hst 
serves only as a representative group and should not be interpreted as an 
exclusive list. 

BRIEF DESCRIPTION OF THE DRAWINGS 
Figure 1 shows expansion of antigen-specific CD8^ T cells after 

immimization with ovalbumin, as described in Example 5. 

Figure 2 shows expansion of antigen-specific CD 8"^ T cells in one subject 

after immunization with a colloidal suspension of IRM and ovalbimiin, as 

described in Example 5. 

Figure 3 shows expansion of antigen-specific CDS'*" T cells in a second 

subject after immunization with a colloidal suspension of IRM and ovalbumin, 

as described in Example 5. 

DETAILED DESCRIPTION OF ILLUSTRATIVE EMBODIMENTS 

OF THE INVENTION 
The present invention provides a new class of compounds in which an 
IRM compound is covalently bound to an Ri group wherein Ri is as defined 
below; and pharmaceutically acceptable salts thereof. More specifically, the 
present invention provides compoimds of the following Formulas I through VII: 
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wherein R, Ra, Rb, Ri, R2, R", and n are as defined below; and phannaceutically 
acceptable salts thereof. 

In one aspect, the present invention provides an IRM compound 
covalently bound to an Ri group wherein Ri has the formula alkylene-L-Ri_i, 
alkenylene-L-Ri-t, or alkynylene-L-Ri-i, wherein: 

the alkylene, alkenylene, and alkyiiylene groups are optionally interrupted 
with one or more -O- groups (preferably, interrupted with one -O- group); 

L is a bond or a functional linking group; and 

Ri-i is a linear or branched aliphatic group having at least 1 1 carbon 
atoms O^referably, at least 12 carbon atoms), optionally including one or more 
unsaturated carbon-carbon bonds; or a phannaceutically acceptable salt thereof; 
with the proviso that for a compoiind of Formula I: 



20 



25 




when L is -NH-S(0)2- and Ra and Rb join to form an unsubstituted benzene ring, 
Ri-i is a linear or branched aliphatic group having greater than 16 carbon atoms, 
optionally including one or more unsaturated carbon-carbon bonds; and with the 
further proviso that for a compound of Formula I when L is -NH-C(O)- and Ra 

-6~ 
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and Rb join to form an unsubstituted pyridine ring, Ri^i is a linear or blanched 
aliphatic group having greater than 1 1 carbon atoms, optionally includiag one or 
more imsatixrated carbon-carbon bonds. 

hi one embodiment, the present invention provides compounds of the 
following Formula I: 




wherein: 

Ki has the formula alkylene-L-Ri-i, alkenylene-L-Ri-i, or 
1 0 alkynylene-L-Ri-i , wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups (preferably, 
with one -O- group); 

L is a bond or a functional linking group; and 
15 Ri-i is a linear or branched aUphatic group having at least 

1 1 carbon atoms (preferably, at least 12 carbon atoms), optionally 
including one or more unsaturated carbon-carbon bonds; 
R" is hydrogen or a non-interfering substituent; 

Ra and Rb are each independently selected from the group consisting of: 
20 hydrogen, 

halogen, 
alkyl, 
alkenyl, 
alkoxy, 

25 alkylthio, and 

-N(R3)2; 

or when taken together, Ra and Rb form a fused aryl ring or heteroaryl 
ring containing one heteroatom or a fused 5- to 7-membered saturated ring, 
optionally containing one heteroatom, wherein the heteroatom is selected from 
30 the group consisting of N and S, and wherein the aryl, heteroaryl, or 5- to 7- 

-7- 
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membered saturated ring is unsubstituted or substituted by one or more non- 
interfering substituents; and 

R3 is selected from the group consisting of hydrogen and alkyl; 
with the proviso that when L is -NH-S(0)2- and Ra and Rb join to form an 
5 unsubstituted benzene ring, Ri-i is a linear or branched aliphatic group having 
greater than 16 carbon atoms, optionally including one or more unsaturated 
carbon-carbon bonds; and with the further proviso that when L is -NH-C(O)- and 
Ra and Rb join to fonn an unsubstituted pyridine ring, Ri-i is a hnear or 
branched aliphatic group having greater than 1 1 carbon atoms, optionally 
1 0 including one or more unsaturated carbon-carbon bonds; 
or a pharmaceutically acceptable salt thereof. 

Ih one embodiment, the present invention provides compoimds of the 
following Formula H: 



15 




n 

wherein: 



Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri-i, or 
alkynylene-L-Ri-i, wherein: 
20 the alkylene, aUcenylene, and alkynylene groups are 

optionally interrupted with one or more -O- groups (preferably, 
with one -O- group); 

L is a bond or a functional linking group selected from the 
group consisting of -NH-S(0)2-, -NH-C(O)-, -NH-C(S)-, 
25 -NH-S(0)2-NR3-, -NH-C(0)-NR3-, -NH-C(S)-NR3-, 

-NH-C(0)-0-, -0-, -S-, and -8(0)2-; and 

Ri.i is a linear or branched aliphatic group having at least 
11 carbon atoms (preferably, at least 12 carbon atoms), optionally 
including one or more unsaturated carbon-carbon bonds; 
30 R2 is selected from the group consisting of: 

hydrogen; 

-8- 
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alkyl; 

alkenyl; 

aryl; 

heteroaryl; 
5 heterocyclyl; 

alkylene-Y-alkyl; 
alkylene-Y- alkenyl; 
alkylene-Y-aryl; aad 

alkyl or alkenyl substituted by one or more substituents selected 
10 from the group consisting of: 

-OH; 
halogen; 

-N(R4)2; 

-C(0)-Ci-ioalkyl; 
15 -C(0)-0-Ci.ioalkyl; 

-Ns; 
aryl; 

heteroaryl; 
heterocyclyl; 
20 -C(0)-aryl; and 

-C(0)-heteroaryl; 

wherein: Y is -O- or -S(0)o-2-; and each R4 is 
independently selected from the group consisting of hydrogen, 
Ci-ioalkyl, and Ca-ioalkenyl; 
25 Ra and Rb are each independently selected from the group consisting of: 

hydrogen, 
halogen, 
alkyl, 
alkenyl, 

30 alkoxy, 

alkylthio, and 

-N(R3)2; 



-9- 
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15 



20 



or when taken together, Ra and Rb form a fused aryl ring or heteroaryl 
ring containing one heteroatom wherein the aryl or heteroaryl ring is 
unsubstituted or substituted by one or more R groups; or when taken together, Ra 
and Rb form a fused 5- to 7-membered saturated ring, optionally containing one 
heteroatom selected from the group consisting of N and S, and unsubstituted or 
substituted by one or more R groups; wherein R is selected from the group 
consisting of 



halogen, 

hydroxy, 

alkyl, 

alkenyl, 

haloaUcyl, 

alkoxy, 

alkylthio, and 



Rs is selected from the group consisting of hydrogen and alkyl; 
with the proviso that when L is -]SIH-S(02)- and Ra and Rb join to form an 
unsubstituted benzene ring, Ri_i is a linear or branched aliphatic group having at 
least 16 carbon atoms, optionally including one or more imsaturated carbon- 
carbon bonds; and with the further proviso that when L is -]SIH-C(0)- and Ra and 
Rb join to form an unsubstituted pyridine ring, Ri-i is a linear or branched 
ahphatic group having greater than 1 1 carbon atoms, optionally including one or 
more unsaturated carbon-carbon bonds; 
or a pharmaceutically acceptable salt thereof. 

In another embodiment, the present invention provides compounds of the 
following Formula II: 




NH 



A 



30 



n 



wherein: 



-10- 
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«*MV 

Ri has the formula alkylene-L-Ri-u alkenylene-L-Ri-i, or 
alkynylene-L-Ri-i, wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -0~ groups (preferably, 

5 with one -O- group); 

L is a bond or a fimctional linking group selected from the 
group consisting of -]SIH-S(0)2-, -NH-C(O)-, -NH-C(S)-, 
-NH-S(0)2-NR3-, -NH-C(0)-NR3-, -NH-C(S)-NR3-, 
-NH-C(0)-0-, -0-, and -S(0)2S and 
10 Ri_i is a linear or branched aliphatic group having at least 

1 1 carbon atoms (preferably, at least 12 carbon atoms), optionally 
including one or more unsaturated carbon-carbon bonds; 
R2 is selected from the group consisting of: 
hydrogen; 
15 alkyl; 

alkenyl; 
aryl; 

heteroaryl; 
heterocyclyl; 
20 alkylene- Y-alkyl; 

alkylene- Y- alkenyl; 
alkylene- Y-aryl; and 

alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 
25 -OH; 

halogen; 

"N(R4)2; 

-C(0)-Ci-ioalkyl; 
-C(0)-0-Ci.ioalkyl; 

30 -N3; 

aryl; 

heteroaryl; 
heterocyclyl; 

-11- 
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20 



25 



-C(0)-aryl; and 
-C(0)-heteroaryl; 

wherein: Y is -O- or -S(0)o-2-; and each R4 is 
independently selected from the group consisting of hydrogen, 
Ci-ioalkyl, and C2-ioalkenyl; 
Ra and Rb are each independently selected from the group consisting of: 
hydrogen, 
halogen, 
alkyl, 
alkenyl, 
alkoxy, 
aDcylthio, and 
-N(R3)2; and 

R3 is selected from the group consisting of hydrogen and alkyl; 
or a pharmaceutically acceptable salt thereof. 

In another embodunent, the present invention provides compounds of the 
following Formula HI: 




m 



wherein: 



Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri-i, or 
alkynylene-L-Ri-i, wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups (preferably, 

with one -O- group); 

L is a bond or a fimctional linking group selected from the 
group consisting of -NH-S(0)2-, -NH-C(O)-, -NH-C(S)-, 
-NH-S(0)2-NR3-, -NH-C(0)-NR3-, -NH-C(S)-NR3-, 
-NH-C(0>0-, -0-, and -S(0)2S and 



-12- 
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Ri.i is a linear or branched aliphatic group having at least 
11 carbon atoms (preferably, at least 12 carbon atoms), optionally 
including one or more unsaturated carbon-carbon bonds; 
R is selected from the group consisting of 
5 halogen, 

hydroxy, 
alkyl, 
alkenyl, 
haloalkyl, 
10 aUcoxy, 

alkylthio, and 

-N(R3)2; 
n is 0 to 4; 

R2 is selected from the group consisting of: 
15 hydrogen; 

alkyl; 

alkenyl; 

aryl; 

heteroaryl; 
20 heterocyclyl; 

alkylene-Y-alkyl; 
alkylene- Y- alkenyl; 
alkylene-Y-aryl; and 

alkyl or alkenyl substituted by one or more substituents selected 
25 from the group consisting of: 

-OH; 

halogen; 

-N(R4)2; 

-C(0)-Ci-ioalkyl; 
30 -C(0)-0-Ci-ioalkyl; 

-N3; 
aryl; 

heteroaryl; 

-13- 
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heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

Yis-a-or-S(0)o-2-; 
5 each R4 is independently selected from the group consisting of hydrogen, 

Cuioalkyl, and C2-ioalkenyl; and 

R3 is selected from the group consisting of hydrogen and alkyl; 
with the proviso that when L is -NH-S(02)-, and n is 0, Ri-i is a linear or 
branched aliphatic group having at least 16 carbon atoms, optionally including 
1 0 one or more unsaturated carbon-carbon bonds; 
or a pharmaceutically acceptable salt thereof. 

In other embodiments, the present invention provides compouads of the 
following Formulas IV, V, VI, and VII: 




15 IV V 





VI vn 

wherein: 

20 Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri_i, or 

alkynylene-L-Ri-i, wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups (preferably, 
with one -O- group); 

25 L is a bond or a functional linking group selected from the 

group consisting of -NH-S(0)2-, -NH-C(O)-, -NH-C(S)-, 

-NH-S(0)2-NR3-, -NH-C(0)-NR3-, -NH-C(S)-NR3-, 

-14- 
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-NH-C(0)-0-, ~0-, and -S(0)2-; and 

Ri_i is a linear or branched aliphatic group having at least 
1 1 carbon atoms (preferably, at least 12 carbon atoms), optionally 
including one or more unsaturated carbon-carbon bonds; 
5 R is selected JBrom the group consisting of 

halogen, 
hydroxy, 
alkyl, 
alkenyl, 

10 haloalkyl, 

alkoxy, 
alkylthio, and 

-N(R3)2; 
n is 0 or 1; 

15 R2 is selected jfrom the group consisting of: 

hydrogen; 
alkyl; 
alkenyl; 
aryl; 

20 heteroaryl; 

heterocyclyl; 
alkylene-Y-alkyl; 
alkylene-Y- alkenyl; 
alkylene-Y-aryl; and 

25 alkyl or alkenyl substituted by one or more substituents selected 

from the group consisting of: 

-OH; 
halogen; 

-N(R4)2; 

30 -C(0)-Ci.ioalkyl; 

-C(0)-0-Ci.ioalkyl; 

-N3; 

aryl; 

-15- 
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heteroaryl; 
heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

5 Yis-0-or-S(0)o-2S 

each R4 is independently selected from the group consisting of hydrogen, 

Ci-ioalkyl, and C2-ioa'lkenyl; and 

R3 is selected from the group consisting of hydrogen and alkyl; 

with the proviso that when L is -NH-C(O)-, and n is 0, Ri-i is a linear or 

10 branched aliphatic group having at least 12 carbon atoms, optionally including 
one or more imsaturated carbon-carbon bonds; 
or a pharmaceutically acceptable salt thereof. 

hi the context of the present invention, the term "aliphatic" group means 
a saturated or unsaturated linear or branched hydrocarbon group. This term is 

15 used to encompass alkyl, alkenyl, and alkynyl groups, for example. 

As used herein, the terms "alkyl," "alkenyl," "alkynyl" and the prefix 
"alk-" are inclusive of both straight chain and branched cham groups and of 
cyclic groups, i.e. cycloalkyl and cycloalkenyL Unless otherwise specified, these 
groups contain from 1 to 20 carbon atoms, with alkenyl groups containing from 2 

20 to 20 carbon atoms, and alkynyl groups containing from 2 to 20 carbon atoms. 

In some embodiments, these groups have a total of up to 10 carbon atoms, up to 
8 carbon atoms, up to 6 carbon atoms, or up to 4 carbon atoms. Cyclic groups 
can be monocyclic or polycyclic and preferably have from 3 to 10 ring carbon 
atoms. Exemplary cyclic groups include cyclopropyl, cyclopropylmethyl, 

25 cyclopentyl, cyclohexyl, adamantyl, and substituted and unsubstituted bomyl, 
norbomyl, and norbomenyl. 

Unless otherwise specified, "alkylene," "alkenylene," and "alkynylene" 
are the divalent forms of the "alkyl," "alkenyl," and "alkynyl" groups defined 
above. Likewise, "alkylenyl," "alkenylenyl," and "alkynylenyl" are the divalent 

30 forms of the "alkyl," "alkenyl," and "alkynyl" groups defined above. For 

example, an arylalkylenyl groiq> comprises an alkylene moiety to which an aryl 
group is attached. 



-16- 
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The term "haloalkyl" is inclusive of groups that are substituted by one or 
more halogen atoms, including perfluorinated groups. This is also true of other 
groups that include the prefix "halo-". Examples of suitable haloalkyl groups are 
chloromethyl, trifluoromethyl, and the like. 
5 The term "aryl" as used herein includes carbocyclic aromatic rings or ring 

systems. Examples of aryl groups include phenyl, naphthyl, biphenyl, fluorenyl 
and indenyl. 

The term "heteroaryl" includes aromatic rings or ring systems that contain 
at least one ring heteroatom (e.g., O, S, N). Suitable heteroaryl groups include 

10 fiiryl, thienyl, pyridyl, quinolinyl, isoquinolinyl, indolyl^ isoindolyl, triazolyl, 
pyrrolyl, tetrazolyl, imidazolyl, pyrazolyl, oxazolyl, thiazolyl^ benzofuranyl, 
benzothiophenyl, carbazolyl, benzoxazolyl, pyrimidinyl, benzimidazolyl, 
quinoxalinyl, benzothiazolyl, naphthyridinyl, isoxazolyl, isothiazolyl, purinyl, 
quinazolinyl, pyrazinyl, 1-oxidopyridyl, and so on. 

15 The term "heterocyclyl" includes non-aromatic rings or ring systems that 

contain at least one ring heteroatom (e.g., O, N) and includes all of the fully 
saturated and partially unsaturated derivatives of the above mentioned heteroaryl 
groups. Exemplary heterocyclic groups include pyrrolidinyl, tetrahydrofuranyl, 
morpholinyl, thiomorpholinyl, piperidinyl, piperazinyl, thiazolidinyl, 

20 imidazolidinyl, isothiazolidinyl, tetrahydropyranyl, quinuclidinyl, 
homopiperidinyl, and the like. 

The terms "arylene," "heteroarylene," and "heterocyclylene" are the 
divalent forms of the "aryl," "heteroaryl," and "heterocyclyl" groups defined 
above. Likewise, "arylenyl," "heteroarylenyl," and "heterocyclylenyl" are the 

25 divalent forms of the "aryl," "heteroaryl," and "heterocyclyl" groups defined 
above. For example, an alkylarylenyl group comprises an arylene moiety to 
which an alkyl group is attached. 

When a group (or substituent or variable) is present more than once in 
any Formula described herein, each group (or substituent or variable) is 

30 independently selected, whether explicitly stated or not. For example, for the 
formula -N(R3)2 each R3 group is independently selected. In another example, 
when more than one R group is present and each R group contains one or more 
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-N(R3)2 groups, then each R group is independently selected, and each R3 group 
is independently selected. 

The invention is inclusive of the compounds described herein, and salts 
thereof, in any of their phamiaceutically acceptable forms, including isomers 
5 (e.g., diastereomers and enantiomers), solvates, polymorphs, and the like. In 
particular, if a compound is optically active, the invention specifically includes 
each of the compound's enantiomers as well as racemic mixtures of the 
enantiomers. 

hi some embodiments, compounds of Formulas I-VII induce the 
10 biosynthesis of one or more cytokines. 

For any of the compounds presented herein, each one of the following 
variables (e.g., R, R", Ri, R2, Ra, Rb, n, L, and so on) in any of its embodiments 
can be combined with any one or more of the other variables in any of their 
embodiments as would be understood by one of skill in the art. Each of the 
15 resulting combinations of variables is an embodiment of the present invention. 

For certain embodiments, R" is hydrogen or a non-interfering substituent. 
Herein, "non-interfering" means that the ability of the compound or salt to 
modulate (e.g., induce or inhibit) the biosynthesis of one or more cytokines is not 
destroyed by the non-interfering substitutent. Illustrative non-interfering R" 
20 groups include those described herein for R2. Preferred embodiments of R" and 

R2 are listed below. 

The present invention provides an IRM compound covalently bound to 
an Ri group. Herein, Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri-i, or 
alkynylene-L-Ri-i, wherein the alkylene, alkenylene, and alkynylene groups are 

25 optionally interrupted with one or more -O- groups; L is a bond or a functional 
linking group; and Ri-i is a linear or branched aliphatic group having at least 1 1 
carbon atoms, optionally including one or more imsaturated carbon-carbon 
bonds, hi some embodiments, the IRM compound is not imiquimod. 

In some embodiments of Formulas I-VII, the alkylene, alkenylene, and 

30 alkynylene groups within Ri are linear or branched. In certain embodiments the 
alkylene, alkenylene, and alkynylene groups within Ri are linear. In some 
embodiments the alkylene, alkenylene, and alkynylene groups are interrupted 
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with one or more -O- groups. In some embodiments, the alkylene, alkenylene, 
and alkynylene groups are intermpted with one -O- group. 

Herein, the Ri is also referred to as Q-L-Ri-i wherein Q is an alkylene, 
alkenylene, or alkynylene optionally interrupted with one or more -O- groups. In 
5 some embodiments, Q is an alkylene optionally intermpted with one oxygen 
atom (i.e., -O- group). In some embodiments, Ri has the formula 
alkylene-L-Ri-i (i.e., Q-L-Ri-i) and the alkylene (Q) is optionally interrupted 
with one oxygen atom. In some embodiments, Ri has the formula 
Ci-5aIkylene-L-Ri-i and the Ci-5alkylene is optionally interrupted with one -O- 
10 group. Alternatively, stated Q is preferably a Ci-salkylene optionally intermpted 
with one -O- group. Examples of preferred Q groups include -(CH2)2-, -(CH2)3-, 

-(CH2)4-, -(CH2)5-, and -(CH2)2-0-(CH2)2-. 

In some embodiments, L is a bond or a ftmctional linking group selected 

from the group consisting of -NH-S(0)2-, -NH-C(O)-, -NH-C(S)-, 
15 -NH-S(0)2-NR3-, -NH.C(0)-NR3-, -NH-C(S)-NR3-, -NH-C(0)-0-, -0-, -S-, and 
-S(0)2-. 

In some embodiments, L is a bond or a functional linking group selected 
from the group consisting of -NH-C(O)-, -NH-S(0)2-, and -1SIH«C(0)-N(R3)-. 

hi some embodiments, when L is -NH-S(0)2- and Ra and Rb join to form 

20 an unsubstituted benzene ring, Ri-i is a linear or branched aliphatic group having 
greater than 16 carbon atoms, optionally including one or more unsaturated 
carbon-carbon bonds. In some embodiments, when L is -1S[H-S(02)-, and n is 0, 
Ri.i is a linear or branched aliphatic group having at least 16 carbon atoms, 
optionally including one or more unsaturated carbon-carbon bonds. 

25 In some embodiments, when L is -NH-C(O)- and Ra and Rb join to form 

an unsubstituted pyridine ring, Ri-i is a Imear or branched aliphatic group having 
greater than 1 1 carbon atoms, optionally including one or more unsaturated 
carbon-carbon bonds. In some embodiments, when L is -NH-C(O)-, and n is 0, 
Ri_i is a linear or branched aUphatic group having at least 12 carbon atoms, 

30 optionally including one or more unsaturated carbon-carbon bonds. 

In some embodiments, Ri-i is a linear or branched aliphatic group having 

at least 11 carbon atoms (preferably, at least 12 carbon atoms), optionally 

including one or more unsaturated carbon-carbon bonds. In some embodiments, 
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Ri.i is a linear or branched aliphatic group having 1 1-20 carbon atoms 
(preferably, 12-20 carbon atoms), optionally including one or more unsaturated 
carbon-carbon bonds, hi some embodiments, Ri-i is a linear (i.e., straight chain) 
alkyl group having 11-20 carbon atoms (preferably, 12-20 carbon atoms). 
5 Such Ri-i substituents are desirable because they provide lipid-like 

characteristics to compounds of the present invention. This is advantageous 
because these lipid moieties can aid in the sequestering of IRM's at the site of 
application. That is, the lipid moiety can assist in preventing the rapid diffusion 
of an IRM av^ay Jfrom the site of administration. This sequestering can result in 

10 enhanced adjuvancy of an IRM, which could be manifest by enhanced 
recruitment and activation of antigen-presenting cells at a desired site. 
Furthermore, this sequestermg can result in less systemic distribution of an IRM, 
and the ability to use lesser amounts of IRM's. 

In some embodiments, Ra and Rb are each independently selected from 

15 the group consisting of: hydrogen, halogen, alkyl, alkenyl, alkoxy, alkylthio, and 

-N(R3)2. 

In some embodiments, when taken together, Ra and Rb form a fused aryl 
ring or heteroaryl ring containing one heteroatom or a fused 5- to 7-membered 
saturated ring, optionally containing one heteroatom, wherein the heteroatom is 
20 selected from the group consisting of N and S, and wherein the aryl, heteroaryl, 
or 5- to 7-membered saturated ring is unsubstituted or substituted by one or more 
non-interfering substituents. Preferably, the substituents are selected from the 
group consisting of: halogen, hydroxy, alkyl, alkenyl, haloalkyl, alkoxy, 
alkylthio, and -N(R3)2. 

25 hi some embodiments, when taken together, Ra and Ra form a fused aryl 

ring or heteroaryl ring containing one heteroatom selected from the group 
consisting of N and S wherein the aryl or heteroaryl ring is unsubstituted or 
substituted by one or more R groups; or when taken together, Ra and Rb form a 
fused 5- to 7-membered saturated ring, optionally contaiaing one heteroatom 

30 selected from the group consisting of N and S, and unsubstituted or substituted 
by one or more R groups. 

In some embodiments, when taken together, Ra and Rb form a fused 5- to 

7-membered saturated ring, optionally containing one heteroatom selected from 
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the group consisting of N and S, and unsubstituted or substituted by one or more 
substituents selected from the group consisting of: halogen, hydroxy, alkyl, 
alkenyl, haloalkyl, alkoxy, aUcylthio, and -N(R3)2- 

In some embodiments, Ra and Rb form a fused aryl or heteroaryl ring. 
5 In some embodiments, Ra and Rb form a fused 5- to 7-membered 

saturated ring. 

In some embodiments, Ra and Rb form a fused benzene ring which is 
unsubstituted. 

In some embodiments, Ra and Rb form a fused pyridine ring which is 

10 unsubstituted. 

In some embodiments, R is selected from the group consisting of: 
halogen, hydroxy, alkyl, alkenyl, haloalkyl, alkoxy, alkylthio, and -N(R3)2. 
In some embodiments, R" and R2 are selected from the group consisting of: 
hydrogen; alkyl; alkenyl; aryl; heteroaryl; heterocyclyl; alkylene-Y-alkyl; 
15 alkylene-Y- alkenyl; alkylene-Y-aryl; andalkyl or alkenyl substituted by one or 
more substituents selected from the group consisting of: -OH; halogen; 
-N(R4)2; -C(0)-Ci.ioalkyl; -C(0)-0-Ci-ioalkyl; -N3; aryl; heteroaryl; 
heterocyclyl; -C(0)~aryl; and -C(0)-heteroaryl. Preferably, in such 
embodiments, Y is -O- or -S(0)o.2-, and eachlU is independently selected from 
20 the group consisting of hydrogen, Ci-ioalkyl, and C2-ioalkenyl. 

In some embodiments, R" and R2 are selected from the group consisting 
of hydrogen, alkyl, and alkylene-O-alkyl. 

In some embodiments, each R3 is independently selected from the group 
consisting of hydrogen and alkyl. 
25 In some embodiments, each R4 is independently selected from the group 

consisting of hj^drogen, Ci-ioalkyl, and C2-ioalkenyl. 
In some embodiments, Y is — O- or -S(0)o-2-- 

In some embodiments, n is 0 to 4. hi some embodiments, n is 0 or 1. In 
some embodiments, n is 0. 

30 

Preparation of Compounds 

Compounds of the invention can be prepared using synthetic methods 

that are known to be useful in the preparation of imidazoquinolines, 
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tetrahydroimidazoquinolines, imidazopyridines, imidazonaphthyridines, and 
tetrahydroimidazonaphthyridines. 

For example, compounds of the invention where L is — NH-C(O)- can be 
prepared from conventional fatty acids snch as stearic acid, palmitic acid, and 
5 linoleic acid using the synthetic methods described in U.S. Patent Nos. 
6,451,810; 6,545,016; 6,194,425; 6,660,747; and 6,664,265 and PCX 
Publication WO 03/103584. 

Compounds of the invention where L is --NH-S(0)2- can be prepared 
from sulfonyl chlorides of the formula Ri.iS(0)2Cl using the synthetic methods 
10 described in U.S. Patent Nos 6,331,539; 6,525,064; 6,194,425; 6,677,347; 
6,677,349; and 6,683,088 and PCX Publication WO 03/103584. 

Compounds of the invention where L is '-NH-C(0)-N(R3)- or 
— NH-C(S)-N(R3)- can be prepared from isocyanates or thioisocyantes of the 
formulas Ri-iC=N=0 and Ri-iC=N=S respectively using the synthetic methods 
15 described in U.S. Patent Nos. 6,541,485; 6,573,273; 6,656,938; 6,660,735; and 
6,545,017 and PCX PubUcation WO 03/103584. 

Compounds of the invention where L is a bond can be prepared from 
amines of formula R1-1NH2 using the synthetic methods described in U.S. Patent 
Nos. 4,689,338; 4,929,624; 5,268,376; 5,389,640; 5,352,784; and 5,446,153. 
20 Compounds of the invention where L is -S- or -S(0)2- can be prepared 

from mercaptans of formula Ri-iSH using the synthetic methods described in 
U.S. Patent Nos. 6,664,264 and 6,667,312. 

Pharmaceutical Compositions and Biological Activity 
25 Pharmaceutical compositions of the invention contain a therapeutically 

effective amount of a compound of the invention as described above in 

combination with a pharmaceutically acceptable carrier. 

Xhe term "a therapeutically effective amount" or "effective amo\mt" 

means an amount of the compound sufficient to induce a therapeutic or 
30 prophylactic effect, such as cytokine induction, cytokine inhibition, 

immunomodulation, antitumor activity, and/or antiviral activity. Although the 

exact amount of active compoimd used in a pharmaceutical composition of the 

invention will vary according to factors known to those of skill in the art, such as 
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the physical and chemical nature of the compound, the nature of the carrier, and 
the intended dosing regimen, it is anticipated that the compositions of tlie 
invention will contain sufficient active ingredient to provide a dose of about 100 
nanograms per kilogram (ng/kg) to about 50 milligrams per kilogram (mg/kg), 
5 preferably about 10 micrograms per kilogram (jxg/kg) to about 5 mg/kg, of the 
compoimd to the subject. A variety of dosage forms may be used, such as 
tablets, lozenges, capsules, parenteral formulations, syrups, creams, ointments, 
aerosol formulations, transdermal patches, transmucosal patches and the like. 
The compounds of the invention can be administered as the single 

10 therapeutic agent m the treatment regimen, or the compounds of the invention 
may be administered in combiaation with one another or with other active 
agents, including additional immune response modifiers, antivirals, antibiotics, 
antibodies, proteins, peptides, oligonucleotides, etc. 

The compounds of the invention have been shown to induce, and certain 

15 compounds of the invention may inhibit, the production of certain cytokines in 
experiments performed according to the tests set forth below. These results 
indicate tbat the compounds are useful as immune response modifiers that can 
modulate the immune response in a number of different ways, rendering them 
useful in the treatment of a variety of disorders. 

20 Cytokines whose production may be induced by the administration of 

compounds according to the invention generally include interferon-a (IFN-a) 
and/or tumor necrosis factor-a (TNF-a) as well as certain interleukins (IL). 
Cytokines whose biosynthesis may be induced by compoimds of the invention 
include IFN-a, TNF-a, IL-1, IL-6, IL-10 and IL-12, and a variety of other 

25 cytokines. Among other effects, these and other cytokines can inhibit virus 

production and tumor cell growth, making the compounds useftd in the treatment 
of viral diseases and neoplastic diseases. Accordingly, the invention provides a 
method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound or composition of the invention to the 

30 animal. The animal to which the compound or composition is administered for 

induction of cj^okine biosynthesis may have a disease as described infra^ for 

example a viral disease or a neoplastic disease, and administration of the 

compoimd may provide therapeutic treatment. Alternatively, the compound may 
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be administered to the animal prior to the animal acquiring the disease so that 
administration of the compound may provide a prophylactic treatment. 

In addition to the ability to induce the production of cytokines, 
compounds of the invention may affect other aspects of the innate immune 
5 response. For example, natural killer cell activity may be stimulated, an effect 
that may be due to cytokine induction. The compounds may also activate 
macrophages, which in tum stimulate secretion of nitric oxide and the production 
of additional cytokines. Further, the compounds may cause proliferation and 
differentiation of B-lymphocytes. 
10 Compounds of the invention can also have an effect on the acquired 

immune response. For example, the production of the T helper type 1 (TrI) 
cytokine IFN-y may be induced indirectly and the production of the T helper type 
2 (Th2) cytokines IL-4, IL-5 and IL-13 maybe inhibited upon administration of 
the compounds. 

15 Other cytokines whose production may be inhibited by the administration 

of certain compounds according to the invention include tumor necrosis factor-a 
(TNF-a). Among other effects, inhibition of TNF-a production can provide 
prophylaxis or therapeutic treatment of diseases in animals in which TNF is 
mediated, making the compoimds useful in the treatment of, for example, 

20 autoimmune diseases. Accordingly, the invention provides a method of 
inhibiting TNF-a biosynthesis in an animal comprising administering an 
effective amount of a compound or composition of the invention to the animal. 
The animal to which the compoimd or composition is administered for inhibition 
of TNF-a biosynthesis may have a disease as described infra^ for example an 

25 autoimmune disease, and administration of the compound may provide 

therapeutic treatment. Alternatively, the compound may be administered to the 
animal prior to the animal aquiring the disease so that administration of the 
compound may provide a prophylactic treatment. 

Whether for prophylaxis or therapeutic treatment of a disease, and 

30 whether for effecting innate or acquired mununity, the compound or composition 

may be administered alone or in combination with one or more active 

components as in, for example, a vaccine adjuvant. When administered with 

other components, the compound and other component or components may be 
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administered separately; together but independently such as in a solution; or 
together and associated with one another such as (a) covalently Unked or (b) non- 
covalently associated, e.g., in a colloidal suspension. 

Conditions for which IRMs identified herein may be used as treatments 

5 include, but are not Umited to: 

(a) viral diseases such as, for example, diseases resulting from infection 
by an adenovmis, a herpesvirus (e.g., HSV-I, HSV-IL, CMV, or VZV), a 
poxvirus (e.g., an orthopoxvirus such as variola or vaccinia, or moUuscum 
contagiosum), a picomavirus (e.g., rhinovirus or enterovirus), an orthomyxovirus 

10 (e.g., influenzavirus), a paramyxovims (e.g., parainfluenzavirus, mumps virus, 

measles vims, and respiratory syncytial virus (RSV), a coronavirus (e.g., SARS), 
a papovavirus, (e.g., papillomaviruses, such as those that cause genital warts, 
common warts, or plantar warts), a hepadnavirus (e.g., hepatitis B viras), a 
flavivims (e.g., hepatitis C virus or Dengue virus), or a retrovirus (e.g., a 

1 5 lentivirus such as HIV); 

(b) bacterial diseases, such as, for example, diseases resulting from 
infection by bacteria of, for example, the genus Escherichia, Enterobacter, 
Salmonella, Staphylococci, Shigella, Listeria, Aerobacter, Helicobacter, 
Klebsiella, Proteus, Pseudomonas, Streptococcus, Chlamydia, Mycoplasma, 

20 Pneumococcus, Neisseria, Clostridium, Bacillus, Corynebacterium, 
Mycobacterium, Campylobacter, Vibrio, Serratia, Providencia, 
Chromobacterium, Bmcella, Yersinia, Haemophilus, or Bordetella; 

(c) other infectious diseases, such as chlamydia, fiuigal diseases, such as, 
for example, candidiasis, aspergillosis, histoplasmonsis, cryptococcal meningitis, 

25 or parasitic diseases, such as, for example, malaria, Pneumocystis camii 

pneomonia, leishmaniasis, cryptosporidiosis, toxoplasmosis, and trypanosome 
infection; 

(d) neoplastic diseases, such as intraepithelial neoplasias, cervical 
dysplasia, actinic keratosis, basal cell carcinoma, squamous cell carcinoma, aenal 

30 cell leukemia, Karposi's sarcoma, melanoma, renal cell carcinoma, leukemias, 

such as, for example, myelogeous leukemia, chronic lymphocytic leukemia, and 

multiple myeloma, non-Hodgkin's lymphoma, cutaneous T-cell lymphoma, B- 

cell lymphoma, hairy cell leukemia, and other cancers; and 
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(e) TH2-mediate(i, atopic, and autoimmune diseases, such as atopic 
dermatitis or eczema, eosinophilia, asthma, allergy, allergic rhinitis, systemic 
lupus eryliiematosis, essential thrombocythaemia, multiple sclerosis, Ommen's 
syndrome, discoid lupus, alopecia areata, inhibition of keloid formation and 
5 other types of scarring, and enhancing wound healing, including chronic wounds. 

IRMs identified herein also may be useful as a vaccine adjuvant for use 
in conjimction with any material that raises either humoral and/or cell mediated 
immune response, such as, for example, live viral, bacterial, or parasitic 
imoumogens; inactivated viral, tumor-derived, protozoal, organism-derived, 

10 fungal, or bacterial immunogens, toxoids, toxins; self-antigens; polysaccharides; 
proteins; glycoproteins; peptides; cellular vaccines; DNA vaccines; recombinant 
proteins; and the like, for use in coimection with, for example, BCG, cholera, 
plague, typhoid, hepatitis A, hepatitis B, and hepatitis C, influenza A and 
influenza B, parainfluenza, polio, rabies, measles, mumps, mbella, yellow fever, 

15 tetanus, diphtheria, hemophilus influenza b, tuberculosis, meningococcal and 
pneumococcal vaccines, adenovirus, HIV, chicken pox, cytomegalovirus, 
dengue, feline leukemia, fowl plague, HSV-1 and HSV-2, hog cholera, Japanese 
encephalitis, respiratory syncytial virus, rotavirus, papilloma viras, yellow fever, 
and Alzheimer' s Disease. 

20 IRMs may also be particularly helpful in individuals having 

compromised immune function. For example, IRM compoimds may be used for 
treating the opportunistic infections and tumors that occur after suppression of 
cell mediated immunity in, for example, transplant patients, cancer patients and 
HIV patients. 

25 Thus, one or more of the above diseases or types of diseases, for 

example, a viral disease or a neoplastic disease may be treated in an animal in 
need thereof (having the disease) by administering a therapeutically effective 
amount of a compound or salt of Formula I, n, in, IV, V, VI, Vn, or a 
combination thereof to the animal. An animal may also be vaccinated by 

30 administering an effecive amount of a compound or salt of Formula I, II, DI, IV, 

V, VI, Vn, or a combination thereof to the animal as a vaccine adjuvant. 

An amount of a compound effective to induce cytokine biosynthesis is an 

amount sufficient to cause one or more cell types, such as monocytes, 
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macrophages, dendritic cells and B-cells to produce an amount of one or more 
cytokines such as, for example, IFN-a, TNF-a, IL-1, IL-6, EL-IO and IL-12 that is 
increased over the background level of such cytokines. The precise amoimt will 
vary according to factors known in the art but is expected to be a dose of about 
5 100 ng/kg to about 50 mg/kg, preferably about 10 \xg/kg to about 5 mg/kg. The 
invention also provides a method of treating a viral infection in an aQimal and a 
method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compo\md or composition of the invention to the animaL 
An amount effective to treat or inhibit a viral infection is an amount that 

10 will cause a reduction in one or more of the manifestations of viral infection, 
such as viral lesions, viral load, rate of virus production, and mortality as 
compared to untreated control animals. The precise amount that is effective for 
such treatment will vary according to factors known in the art but is expected to 
be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 |ag/kg to 

1 5 about 5 mg/kg. An amount of a compound effective to treat a neoplastic 

condition is an amoxmt that will cause a reduction in tumor size or in the number 
of tumor foci. Again, the precise amount will vary according to factors known 
in the art but is expected to be a dose of about 100 ng/kg to about 50 mg/kg, 
preferably about 10 |a.g/kg to about 5 mg/kg. 

20 In certain embodiments, there is provided a method of inducing cj^okine 

biosynthesis in an animal comprising administering an effective amount of a 
compound or salt described herein to the animal. In another embodiment, there 
is provided a, method of treating a viral disease in an animal comprising 
administering a therapeutically effective amount of a compound or salt described 

25 herein to the animal. In another embodiment, there is provided a method of 
treating a neoplastic disease in an animal comprising administering a 
therapeutically effective amount of a compound or salt described herein to the 
animal. In another embodiment, there is provided a method of vaccinating an 
animal comprising administering an effecive amoimt of a compound or salt 

30 described herein to the animal as a vaccine adjuvant, in another embodiment, 

there is provided a method of vaccinating an animal comprising administering an 

effecive amount of A^-(2-{2-[4-amino-2-(2-methoxyethyl)-li?-imidazo[4,5- 

c]quinolin-l-yl]ethoxy}ethyl)hexadecanamide to the animal as a vaccine 
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adjuvant. In another embodiment, there is provided a method of vaccinating an 
animal comprising administering an effecive amomit of iV^(2-{2-[4-amino-2-(2- 
methoxyethyl)-li?'-imidazo[4,5-c]quinolin-l-yl]ethoxy} ethyl)octadecanamide to 
the animal as a vaccine adjuvant. In another embodiment, there is provided a 
5 method of vaccinating an animal comprising administering an effecive amount 
of iV-(2- {2-[4-amino-2-(2-methoxyethyl)-liy-imidazo[4,5-c]quinolin-l- 
yl]ethoxy}ethyl)dodecanamide to the animal as a vaccine adjuvant. In another 
embodiment, there is provided a method of vaccinating an animal comprising 
administering an effecive amount of A^-(2-{2-[4-amino-2-(2-methoxyethyl)-lJy- 
10 iniida2:o[4,5-c]quinohn-l-yl]ethoxy}ethyl)tetradecanamide to the animal as a 
vaccine adjuvant. 

Objects and advantages of this invention are further illustrated by the 
following examples, but the particular materials and amounts tliereof recited in 
15 these examples, as well as other conditions and details, should not be construed to 
unduly limit this invention. 
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EXAMPLES 



Example 1 

5 Preparation ofN-(2- {2-[4-amino-2-(2-methoxyethyl)-liy-imidazo[4,5- 

c] quinolin- 1 -yl] ethoxy} ethyl)hexadecanamide 




Part A 

10 A solution of 2-(2-aminoethoxy)ethanol (29.0 g, 0.276 mol) in 180 mL of 

tetrahydrofliran (THF), under N2, was cooled to 0°C and treated with 140 mL of 
2N NaOH solution. A solution of di-^er^-butyl dicarbonate (60.2 g, 0.276 mol) 
in 180 mL of THF was then added dropwise over 1 h to the rapidly stirred 
solution. The reaction mixture was then allowed to warm to room temperature 

15 and was stirred an additional 1 8 hours. The THF was then removed under 
reduced pressure and the remaining aqueous slurry was brought to pH 3 by 
addition of 150 mL of IM H2SO4 solution. This was then extracted with ethyl 
acetate (300 mL, 100 mL) and the combined organic layers were washed with 
H2O (2X) and brine. The organic portion was dried over Na2S04 and 

20 concentrated to give tert-hntyl 2-(2-hydroxyethoxy)ethylcarbamate as a colorless 

oil (47.1 g). 



PartB 

A rapidly stirred solution of r^r/-butyl 2-(2- 
25 hydroxyethoxy)ethylcarbamate (47.1 g, 0.230 mol) in 1 L of anhydrous CH2CI2 

-29- 



wo 2005/018555 



PCT/US2004/026157 



was cooled to 0°C iinder N2 and treated with triethylamine (48.0 mL, 0.345 mol). 
Methanesulfonyl chloride (19.6 mL, 0.253 mol) was then added dropwise over 
30 min. The reaction mixture was then allowed to warm to room temperattire 
and was stirred an additional 22 hours. The reaction was quenched by addition 
of 500 mL saturated NaHCOa solution and the organic layer was separated. The 
organic phase was then washed with H2O (3 X 500 mL) and brine. The organic 
portion was dried over Na2S04 and concentrated to give 2-{2-[(^er^ 
butoxycarbonyl)amino]ethoxy} ethyl methanesulfonate as a brown oil (63.5 g). 



10 Parte 

A stirred solution of 2-{2-[(^er^butoxycarbonyl)amino]ethoxy}ethyl 
methanesulfonate (63.5 g, 0.224 mol) in 400 mL of N,N-dimethylformamide 
(DMF) was treated with NaNs (16.1 g, 0.247 mol) and the reaction mixture was 
heated to 90''C under N2. After 5 hours, the solution was cooled to room 
15 temperature and treated with 500 mL of cold H2O. The reaction mixture was 
then extracted with Et20 (3 X 300 mL). The combined organic extracts were 
washed with H2O (4 X 100 mL) and brine (2 X 100 mL). The organic portion 
was dried over MgS04 and concentrated to give 52.0 g of /er/-butyl 2-(2- 
azidoethoxy)ethylcarbamate as a Ught brown oil. 

20 

PartD 

A solution oftert-hutyl 2-(2-azidoethoxy)ethylcarbamate (47.0 g, 0.204 
mol) in MeOH was treated with 4 g of 10% Pd on carbon and shaken under H2 (3 
Kg/cm^) for 24 hours. The solution was then filtered through a CELITE pad and 
25 concentrated to give 35.3 g of crude tert-hntyl 2-(2-aminoethoxy)ethylcarbamate 
as a colorless Uquid that was used without flirther purification. 



PartE 

A stirred solution of 4-chloro-3-nitroquinohne (31.4 g, 0.151 mol) in 500 
30 mL of anhydrous CH2CI2, under N2, was treated with triethylamine (43 mL, 

0.308 mol) and tert-hutyl 2-(2-aminoethoxy)ethylcarbamate (0.151 mol). After 
stirring overnight, the reaction mixture was washed with H2O (2 X 300 mL) and 

brine (300 mL). The organic portion was dried over Na2S04 and concentrated to 
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give a bright yellow solid. Recrystallization from ethyl acetate/hexanes gave 
43.6 g of ^er^-butyl 2-{2-[(3-mtroqmnolin-4-yl)amino]ethoxy}ethylcarbamate as 

bright yellow crystals. 
5 PartF 

A solution of ^er^-butyl 2-{2-[(3-nitroquinolm-4- 
yl)amino]ethoxy}ethylcarbamate (7.52 g, 20.0 niinol) in toluene was treated with 
1 .5 g of 5% Pt on carbon and shaken under H2 (3 Kg/cm^) for 24 hours. The 
solution was then filtered through a Celite pad and concentrated to give 6.92 g of 
1 0 crude tert-hntyl 2- {2-[(3 -aminoquinolin-4-yl)amino] ethoxy} ethylcarbaniate as a 
yellow syrup. 

PartG 

A solution of rer^butyl 2-{2-[(3-aniinoquinolin-4- 
1 5 yl)amino]ethoxy} ethylcarbamate (1 0.2 g, 29.5 mmol) in 250 mL of anhydrous 
CH2CI2 was cooled to 0°C and treated with triethylamme (4.18 mL, 30.0 mmol). 
Methoxypropionyl chloride (3.30 mL, 30.3 mmol) was then added dropwise over 
5 min. The reaction was then warmed to room temperature and stirring was 
continued for 1 hour. The reaction mixture was then concentrated under reduced 
20 pressure to give an orange solid. This was dissolved in 250 mL of EtOH and 
12.5 mL of triethylamine was added. The mixture was heated to reflux and 
stirred under N2 overnight. The reaction was then concentrated to dryness under 
reduced pressure and treated with 300 mL of EtaO. The mixture was then 
filtered and the filtrate was concentrated under reduced pressure to give a brown 
25 soUd. The soUd was dissolved in 200 mL of hot methanol and treated with 

activated charcoal. The hot solution was filtered and concentrated to give 1 LI g 
of tert-hntyl 2- {2-[2-(2-m6thoxyethyl)-liy-imidazo[4,5-c]quinolin-l- 
yl] ethoxy} ethylcarbamate as a yellow syrup. 

30 PartH 

A solution of ^^r/-butyl 2-{2-[2-(2-methoxyefhyl)-liy-imidazo[4,5- 

c]quinolin-l-yl] ethoxy} ethylcarbamate (10,22 g, 24.7 mmol) in 250 mL of 

CHCI3 was treated with 3-chloroperbenozic acid (77%, 9.12 g, 40.8 nmiol). 
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After stirring 30 minutes, the reaction mixture was washed with 1% NaaCOa 
solution (2 X 75 mL) and brine. The organic layer was then dried over Na2S04 
and concentrated to give 10.6 g of tert-hutyl 2-{2-[2~(2-methoxyethyl)-5-oxido- 
li/-imidazo[455-c]quinolin-l-yl]ethoxy}ethylcarbamate as an oraage foam that 
was used without further purification. 

r 

Parti 

A solution of /er/-butyl 2-{2-[2-(2-methoxyethyl)-5-oxido-liy- 
imidazo[4,5-c]quinoHn-l-yl]ethoxy}ethylcarbamate (10.6 g, 24.6 mmol) in 100 
mL of 1,2-dichloroethane was heated to 60°C and treated with 10 mL of 
concentrated NHUOH solution. To the rapidly stirred solution was added solid p- 
toluenesulfonyl chloride (7.05 g, 37.0 nmiol) over a 10 minute period. The 
reaction mixture was treated with an additional 1 mL concentrated NH4OH 
solution aad then sealed in a pressure vessel aud heating was continued for 2 
hours. The reaction mixture was then cooled and treated with 100 mL of CHCI3. 
The reaction mixture was then washed with H2O, 1% Na2C03 solution (2X) and 
brine. The organic portion was dried over Na2S04 and concentrated to give 10.6 
g of tert-hutyl 2- {2-[4-amino-2-(2-methoxyethyl)-li/-imidazo[4,5-c]quinolin-l- 
yl]ethoxy}ethylcarbamate as a brown foam. 

Part J 

T^r/-butyl 2- {2-[4-amino-2-(2-methoxyethyl)-lJS'-imidazo[4,5- 
c]quinoUn-l-yl]ethoxy}ethylcarbamate (10.6 g, 24.6 mmol) was treated with 75 
mL of 2M HCl in ethanol and the mixture was heated to reflux with stirring. 
After 1 .5 hours, the reaction mixture was cooled and filtered to give a gunamy 
solid. The solid was washed with ethanol and Et20 and dried under vacuum to 
give the hydrochloride salt as a light brown solid. The free base was made by 
dissolving the hydrochloride salt in 50 mL of H2O and treating with 10% NaOH 
solution. The aqueous suspension was then concentrated to dryness and the 
residue was treated with CHCI3. The resulting salts were removed by filtration 
and the filtrate was concentrated to give 3.82 g of l-[2-(2-aminoethoxy)ethyl]-2- 
(2-methoxyethyl)-l/f-imidazo[4,5-c]quinolin-4-amine as a tan powder. 
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MS 330 (M + Hf; 

NMR (300 MHz, DMSO-J(j) 5 8.10 (d, J = 8.1 Hz, 1 H); 7.66 (d, J = 8.2 Hz, 
1 H); 7.40 (m, 1 H); 7.25 (m, 1 H); 6.88 (br s, 2 H); 4.78 (t, /= 5.4 Hz, 2 H); 
3.89 (t, J = 4.8 Hz, 2 H); 3.84 (t, J = 6.9 Hz, 2 H); 3.54 (t, J = 5.4 Hz, 2 H); 3.31 
5 (s, 3 H); 3.23 (t, J - 6.6 Hz, 2 H); 2.88 (t, J - 5.3 Hz, 2 H). 

PartK 

Under a nitrogen atmosphere, a suspension of l-[2-(2- 
aininoethoxy)ethyl]-2-(2-methoxyethyl)-lJy-iniidazo[4,5-c]quinolin-4-an^ 

10 (140.5 mg, 0.428 mmol) in a mixture of dichloromethane (3.5 mL) and 

triethylamine (150 |llL, 1 .07 mmol) was cooled to O^'C. Palmitoyl chloride (130 
[xL, 0.428 mmol) was slowly added. The reaction mixture was allowed to stir at 
0°C for 2 hours at which time analysis by thin layer chromatography indicated 
that there was no starting material left. The reaction mixture was diluted with 

1 5 dichloromethane (30 mL), washed with saturated sodium bicarbonate solution (2 
X 5 mL), dried over magnesium sulfate and then concentrated under reduced 
pressure. The resulting residue was purified by column chromatography (12 g of 
silica gel eluted with 2% methanol in dichloromethane) to provide 183 mg of A^- 
(2-{2-[4-amino-2-(2-methoxyethyl)-liy-iniidazo[4,5-c]qiunolin-l- 

20 yl] ethoxy} ethyl)hexadecanamide as a white powder. 

Anal. Calcd for C33H53N5O3: %C, 69.80; %H, 9.41; %N, 12.33; Found: %C, 
69.60; %H, 9.28; %N, 11.99. 
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Example 2 

Preparation of iV-(2-{2-[4-amino-2~(2-methoxyethyl)- 
li?-imidazo[4,5-c]qmnolin-l-yl]e1hoxy}e1iiyl)oct^^ 




Under a nitrogen atmosphere, a mixture of l-[2-(2-aminoethoxy)ethyl]-2- 
(2-methoxyethyl)-lif"imidazo[4,5-c]quinoliii-4-aniine (442.6 mg, 1.344 mmoi) 
in a mixture of dichloromethane (20.0 mL) and triethylaxnine (468 |iL, 3.56 

10 mmol) was cooled to 0°C. Stearoyl chloride (454 p^L, 1 .34 mmol) was slowly 
added over a period of 10 minutes. The reaction mixture was allowed to stir at 
0°C for 1 hour at which time analysis by thin layer chromatography indicated 
that there was no starting material left. The reaction mixture was diluted with 
dichloromethane (50 mL), washed with saturated sodium bicarbonate solution (2 

15 X 1 5 mL), dried over magnesium sulfate and then concentrated under reduced 
pressure. The residue was dried under high vacuimi to provide 834 mg of crude 
product. The crude product was purified by column chromatography (20 g of 
silica gel eluted with 2% methanol in dichloromethane) to provide 596 mg of 
product. This material was recrystallized from ethyl acetate (1.2 mL) and then 

20 further purified by column chromatography (25 g of silica gel eluted sequentially 
with 300 mL of 1% CMA (80% chloroform/18% methanol/2% ammonium 
hydroxide) in chloroform, 500 mL of 2% CMA in chloroform, 500 mL of 3 % 
CMA in chlorofomi, 500 mL of 4 % CMA in chloroform, 750 mL of 5 % CMA 
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in chloroform, and 500 mL of 6 % CM A in chloroform) to provide 23.8 mg of 
iV-(2- {2-[4-amino-2-(2-methoxyethyl)- liy-imidazo[4,5-c]quinolin- 1 - 
yl]ethoxy}ethyl)octadecanamide as a white waxy solid, m.p. 80-83°C, 
Anal. Calcd for C35H57N5O3 • 0.694% H2O: %C, 70.06; %H, 9.65; %N, 11.67; 
5 Found: %C, 70.60; %H, 9.91; %N, 1 1.46. 



Example 3 

Preparation of JV-(2-{2-[4-amino-2-(2-methoxyethyl)- 
lf/-inudazo[4,5-c]quinolin-l -yl] ethoxy} ethyl)dodecanamide 

.0. 



10 




Under a nitrogen atmosphere, a mixture of l-[2-(2- 
aminoethoxy)ethyl]-2-(2-methoxyethyl)-li?-inddazo[4,5-c]quinolin-4"am 
(527.0 mg, 1.600 mmol) in a mixtmre of dichloromethane (20.0 mL) and 

15 triethylamine (551 jiL, 4.00 mmol) was cooled to 0°C. Lauroyl chloride (370 
\xL, 1.60 mmol) was slowly added over a period of 10 minutes. The reaction 
mixture was allowed to stir at O^C for 1 hour at which time analysis by thin layer 
chromatography indicated that there was no startmg material left. The reaction 
mixture was diluted with dichloromethane (50 mL), washed with saturated 

20 sodivim bicarbonate solution (2x15 mL), dried over magnesium sulfate and then 
concentrated xmder reduced pressure. The residue was dried under high vacuum 
to provide 82 1 mg of cmde product. The crude product was purified by column 
chromatography (20 g of silica gel eluted witibi 2% methanol in dichloromethane) 
to provide 527 mg of product. This material was recrystallized from ethyl acetate 

25 (1 .2 mL) and then further purified by column chromatography (25 g of sihca gel 
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eluted sequentially with 300 mL of 1% CMA in chloroform, 500 mL of 2% 
CMA in chlorofomi, 500 mL of 3 % CMA in chloroform, 500 mL of 4 % CMA 
in chloroform, 750 mL of 5 % CMA in chloroform, 750 mL of 6 % CMA in 
chlorofomi, 500 mL 100% CMA) to provide 22.4 mg of iV-(2-{2-[4-amino-2-(2- 
5 methoxyethyl)-l^-imidazo[4,5-c]quinolin-l-yl]ethoxy}ethyl)dodecanam as a 
white waxy soUd, m.p. 80-83°C. 

Anal. Calcd for C29H45N5O3 • 1.66% H2O: %C, 66.94; %H, 8.90; %N, 13.46; 
Found: %C, 66.94; %H, 9.37; %N, 13.28. 



1 0 Example 4 

Preparation of jV-(2-{2-[4-amino-2-(2-methoxyethyl)- 
lii/-imidazo [4, 5 -c] quinoUn- 1 -yl] ethoxy} ethyl)tetradecanamide 




15 Under a nitrogen atmosphere, a mixture of l-[2-(2-aminoethoxy)ethyl]-2- 

(2-methoxyethyl)-lif-imidazo[4,5-c]quinolin-4-amine (444.5 mg, 1.349 nrniol) 
in a mixture of dichloromethane (20.0 mL) and triethylamine (470 |aL, 3.37 
mmol) was cooled to 0°C. Myristoyl chloride (367 |liL, 1.35 mmol) was slowly 
added over a period of 1 0 minutes. The reaction mixture was allowed to stir at 

20 0°C for 1 hour at which time analysis by thin layer chromatography indicated 

that there was no starting material left. The reaction mixture was diluted with 

dichloromethane (50 mL), washed with saturated sodium bicarbonate solution (2 

X 1 5 mL), dried over magnesixmi sulfate and then concentrated vmder reduced 

pressure. The cmde product was purified by colimm chromatography (20 g of 

25 silica gel eluted with 2% methanol in dichloromeliiane) followed by 
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recrystallization from ethyl acetate (1 .2 mL) aad then ftirfher purified by column 
chromatography (25 g of silica gel eluted sequentially with 300 mL of 1% CMA 
in chloroform, 500 mL of 2% CMA in chloroform, 500 mL of 3 % CMA in 
chloroforai, 500 mL of 4 % CMA in chloroform, 750 mL of 5 % CMA in 
5 chlorofomi, and 600 mL of 6 % CMA in chloroform) to provide 9.5 mg of iV-(2- 
{2-[4-amino-2-(2-methoxyethyl)- liy-imidazo[4,5-c]quinolin- 1 - 
yl]ethoxy}ethyl)tetradecanamide as a white waxy solid, m.p. 85-87°C. 

Other Exemplary Compounds 
10 Certain other exemplary compounds have the Formula (VDI-X) and the 

following substituents, wherein each hne of the table represents a specific 
compoimd of Formulas VIE, XI and/or X as indicated by the entry in the first 
column. 



15 



20 




25 



Formulas 


Ri-i 


R2 


Q 


L 


vm, X 


-(CH2)ioCH3 


H 


-(CH2)3- 


-NHC(O)- 



-37- 



wo 2005/018555 



PCT/US2004/026157 



\/TTT TV V 


-((^Il2;i2<-ll3 


XX 
XI 


(C\x ^^ 
-1^^x12)3- 


>jxjp/'n'^_ 

-i>JXlV^\^v^ )" 


\/TTT TV V 


//-ITT \ r^u 


Xx 


•"1^X12)3" 


-iN Jl\^^W 


\rm TV V 

VIJJL, LPL, A 


-(dl2j 16^113 


XI 


"1^x12)3" 


-iNXlv-o^^V-/ J" 


\/TTT TV V 


-(L.rl2jl8<-'il3 


XX 
XI 


(CVi \ 
-1^x12)3- 


-iNXl^_^^W )~ 


\/TTT TV V 


-( 1^112 j7*^li—*-'rl(*^Il2j5^1l3 


XX 

XX. 


"VOXl2)3" 


-TsJTTPrn^- 

-INXll-^^V-' )" 


\7TTT TV V 


-( <^rl2 )7V-^Jl~^rl(^i-^xl2 Jv^Hs 


TX 
XI 


-1^*12)3- 




\7-TTT TV' V 

Viii, I A, A 


-(i^tiijei Cll2Cll-t>ll)2C^ll2 j4^ii3 


TT 
Xl 


-10112)3- 


-i>JXl\^-^V_^ )- 


X 7TTT TV V 


-( Crl2)6C Cxl2<^ll— L^Jri UJtl201l3 


xl 


-(^0112)3- 


~i>JXll^(V^ /- 


\7TTT TV V 


-(dl2j2l^il2'^ll~^ll ^4v^ll2^4*^H3 


TT 
11 






Vlil, A 


-(dl2h0^1l3 


■"OX13 


-(0112)3- 


'\<rxxc^(cs\ 


X 7TTT TV "V 
Vlil J lA, A 




c^xx 

-<^Xl3 


-10112)3- 


-iNXH^(w )~ 


■\ 7TTT T"V "^.^ 

Vill, lA, X 


-(e.ii2j 14^113 


-0113 


-(0112)3- 


'Knxr^fcvx 

-lr^XjL\^\\J )- 


VIII5 lA, A 


I'OTT \ i~^xx 


-01I3 


-(0112)3- 




"V TTTT TV 

Vlil, lA, A 


-f^Lxrl2jis^ll3 


r^xx 
-OII3 


-(0112)3- 


KTixr^/TW 

-iNXlV_.( W )" 


■\ 7TTT TV V 
Vlil, lA, A 


-(Cn2)7C^M— UidL(Crl2j5Lyll3 


-Oris 


-(0112)3- 


-iNllv^(,U)- 


T 7"TTT TV V 
Vlil, lA, A 


-( Cn2)7CM— CJbL(UJ:l2j7^i:l3 


-0113 


-(0112)3- 


T<nxr*tn\ 


X 7"TTT TV "VT" 

Vill, IX, X 


//^TT \ /r^TT OTJ r^xs\ {T^xx \ r^xx 

~(CH2)6( ^H2CH-Cll)2C<-ll2 j4^-rl3 


c^xx 


-(0112J3- 


KTxxr^frw 


\ 7TTT TV V 
Vm, IA5 A 


rr^xj \ /ou" i^xx f~^xx r^xj[ 

-(CJbl2)6l^"^2^1^~~^-W. j3Uxl2<^ll3 


r^xj 
-0113 


-(0112)3- 


-iNXlv^(^ J- 


X 7TTT TV V 
Vlil, lA, A 


fr^Tj \ rr^xx r^xx ^~^TU^ fr^xx \ r^xx 

-(CJH2)2( CII2CXI— ;4l^i^2 j4^1l3 


r^xx 
-OM3 


-10112)3- 


KTXT^^/'o^ 


\ /"TTT V 
Vill, A 




c^xx r^xj 

-v-'XT.2^Xl3 


-(0112)3- 


^JWp/'^^ 

-iNXHw-'V,*--' )- 


"\ /TTT TV V 
Vlil, lA, A 


{r^xx ^ i^xx 


c^x^ c^xx 

"^Xl2V-^Xl3 


-(0112)3- 




T 7TTT TV V 
Vlil, lA, A 


-(*-ll2; 14^11-3 


-V-'Xl2^-'l3 


-(0x12)3- 




\ 7TTT TV V 
Vlil, IA5 A 


tr^xx ^ c^xx 


c^xx C^XX 
-*w/Xl2^xl3 


-V'^xl2)3- 


-isiHp^nv 


A 7TTT TV V 
Vlil, lA, A 


-(i^rl2; 18^113 


/-ITT ^TT 

-^Xl2V^Xl3 


(CXX \ 
-1^x12)3- 




\7TTT TV V 
VHl, IA5 A 


*^irL2^7^11~^l^V.*^1^2j5^11-3 


-^Xl2V-'Xl3 




— iNXlV^^^^ J" 


X 7TTT TV V 
Vlil, lA, A 




-i-/n2v>'Xi3 


-(^±12)3- 


-■NTPTP^n^- 

-i>JXl\»/^V-./ )" 


\ 7TTT TV V 
Vill, lA, A 


iT^xx \ iT^xx r^xx—r^xx^ i^r^xx \ r^xx 
L.W2;6V*-'-ti2^11~^ll j2l*^lj-2 74^113 


c^xx c^xx 

-1^x12^x13 


(CX^J\^ 

-(<-Xl2)3- 




\/TTT TV V 

vm, lA, A 


-Ct^li2M^-'"-2^11""^ll j3L^±l2t-'Xl3 


c^xx c^xx 

-^X12v-'Xa3 


-(i^ri2)3- 


-IN JlV_/^v^ J" 


■\ 7TTT TV V 
Vill, lA, A 


/T^xx \ ff^xx r^xx—r^xx\ fr^xx \ r^xx 


r^TT r^TT 


-\y.x\2h- 


~rsn.\^y\J }- 


\ /TTT V 
Vill, A 


fr^x-x \ r^xx 

-(^L^ii2; 10^113 


(C^XX \ c^xx 

-10112)20113 


-10112)3- 


"•rsxXK^yKJ J" 


\ /TTT TV V 
vm, IA5 A 


tr^xx \ r^xx 

''\\^r±2 ) 12^-tl3 


-l^L-/ll2)20Xl3 


-(0112)3- 


TsTtXC^fCW 


■\ /TTT TV V 
Vill, IX, A 




(c^xx \ r^xx 
-10112)20113 


-(0112)3- 


■^Tp■p/'o^ 


■\ /TTT TV V 
Vill, lA, A 


fr~^x-X \ r^xx 
''{^t±2)i6^ri3 


fC^XX \ c^xx 
-^^l_.Xl2)20Xl3 


-(0112)3- 


-iNXl\^(VJ )^ 


\ /TTT TV V 
Vlil, lAj A 


-^i^Jtl27l8^^3 


(r^XX \ C^XX 
-^^L,Xl2)20xl3 


-(0x12)3- 


'KlXXC^fCW 


A /TTT T"V V 

vm, 1X5 A 


/j^TT \ /~*xj ^^xx^/^xx \ r^xx 


-V,Oxl2)20Xl3 


-(0112)3- 


't<sxxc^^c\\ 


X /TTT TV V 
vm, lA, A 




/l-tXT ^ C^XX 
-^^L^Xl2)2^Xl3 


-(0112)3- 


■^JTTp/'^i^ 


■\ /TTT TV V 

Vill, iX, X 


-( Crl2)6( 01120x1—011 )2\ 0112)40x13 


-(^i^ll2)20Jtl3 


-(1^x12)3- 


K^p^^^/'o^ 

-iNXlv^( W )- 


■\ /TTT TV "V 

vm, JLX, X 


ff~^xx \ //^xx i~^xx—r^xx\ i^xx r^xx 
-(Orl2)6COjl2011— Oxl J30il20xl3 


(C^XX \ C^XX 
-(^0112)20x13 


-(*^Xl2)3- 


-INXlv-'i^w )" 


T 7TTT TV V 
vm, IX, X 


-(0±l2)2(Oxl2011— on J4( 0x12)40113 


-10112)20113 


-(OJl2)3- 




\/TTT V 
Viii, X 


c c^xx \ r^xj 
-(^l^ll2jioOXl3 


ir%x r\c^xx r^xx 

-L^ll2WL-/Xl2^1l3 


-(0112)3- 


-IN Jlv^(v_^ J- 


\ /TTT TV V 

vm, lA, A 


"l^Xl2) 12^jtl3 


-<v>-ri2vJ Xl2^- XI3 


-(<^Xl2)3- 


-iNXlV^^V.^ j- 


■\ /TTT TV V 

vm, lA, A 


*^r^T-T ^ c^xx 


c^xx or^xT c^xx 


-(0112)3- 




/TTT TV V 
Vill, lA, A 


( r^xx \ r^xj 

-(^I_>ll2)l601l3 


C^XX c\c^xx 

-\^Xl2^ L^Xl2*->Xl3 


-(^■"■2)3- 


-1NX1V^(W )- 


\ /TTT TV V 
vm, IA5 A 


//^XI \ ^XT 
-(.0112)180113 


- V-^Xl2 w L^xl2V->'Xl3 


-(^1x2)3- 


-iNXlV^(Lv' )" 


A /TTT TV V 

vm, lA, A 


-(^Ojri2)70il—Oii.(^ 0x12)50113 


C^XX C\C^XX cxx 
-l^rl20>LyXl20xl3 


-(0x12)3- 


"MTTPrn^ 
-iNXlv^/^^-ZJ- 


"V/TTT TV V 
vm, lA, A 


fc^x-x \ r^xx—c^x^fc'vx \ c^xx 
-y OII2 ) 70xl—Uxl( 1^x12)70113 


-V^Xl2vJL^Xl2V-'Xl3 


(C^XX \ 
-\\^iX2}2r 


-lNXlv^( W )" 


•t /TTT V 
vm, lA, A 


I f^xx \ (f^xx f^xx — r^xj^ /'r~'xj ^ c^xx 

-( OII2 )6( OII2OII— OH )2( 0112)40113 


c^xx c\c^xx r^xx 

-\^1120>L>112^113 


-(0112)3- 




•t /TTT TV V 
vm, IX, X 


(^^XJ^ \ (r^xx r^xx oxJ^ c^xx c^xx 

-COxl2)6vOil20xl— LxXl )3V^ll20xl3 


c^xx r\c^xx c^xx 

-OXl20'LxJtl2^Xl3 


-(0x12)3- 




■\ 7TTT TV "V?" 

vm, JA, A 


-(Oxl2)2(Oxl20xl— OH )4(Oxl2)40il3 


oxT f\c^ r^xx 

-v^Xl20IL-'ll20xl3 


-(0x12)3- 


-lNXl^( W )- 


VTTT 'Y 

V XXX, -A. 


V--XI2 ) io*--xa3 


-\^v^n.2^2^^xa3 


-\^v^xi2y3 


-NHProV 


VIII, IX, X 


-(CH2)i2CH3 


-(CH2)20CH3 


-(CH2)3- 


-NHC(O)- 


VIII, IX, X 


-(CH2)l4CH3 


-(CH2)20CH3 


-(CH2)3- 


-NHC(O)- 


VIII, IX, X 


-(CH2) 16CH3 


-(CH2)20CH3 


-(CH2)3- 


-NHC(O)- 


VIII, K, X 


-(CH2)l8CH3 


-(CH2)20CH3 


-(CH2)3- 


-NHC(O)- 


VIII, IX, X 


-(CH2)7CH=CH(CH2)5CH3 


-(CH2)20CH3 


-(CH2)3- 


-NHC(O)- 
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-(l_^Xl2)2^0H3 


-(^Il2j3 


— INXXVw/V.^ ) 






-(l-^JtX2)2v^V-/Jtl3 


"(0112)3" 


-XNXl\_/^\-/ ^- 


\rfTT TV v 

Vlil, iA, A 


/r^TT \ rr^Tj n^— r^'tn r'TT r*TT 


-(L/Jtl2 ;2^*-'ll3 


-VOxl2j3 


_x^Rpr^^- 

— i>ixi\^^^v-/ 


X/TTT TV* V 

Vlil, lA, A 


-\i^r±2 )2{ *-^ll2^^~^-tl )4\\^t:±2)4<^rL^ 


-(<>^ll2j2^01l3 


-V^n2j3- 


-TsJRPrO^- 

— iNXxV^^W ^ 


Vlil, A 




-(^^112)3*^x13 


"(Oll2)3" 


-IsJRP^'O^- 


\/TTT TV V 

Vlil, lA, A 




•"(Ori2)3*-'ll3 


"(0x12)3- 


— iNXXV^'^Vy )" 


\ TTTT TV V 

Vlli, lA, A 


-((^il2; 14^113 


-(0112)30113 


-(0112)3- 


.XTTTp/O^- 


\ 7TTT TV V 

Vlil, lA, A 




-(L.ll2)301l3 


-(0112)3- 


-XTRP/TiV 

-iN XI 7- 


Vlil, lA, A 




-(0112)30113 


-(0112)3- 


"MTTP^^nV 

-iNXXV_y^^V_/ 7 


\ 7TTT TV "X^ 

Viil, iA, A 


-(Cil2)7CH~Cll(Crl2j5^1l3 


-(0112)30113 


-(0112)3- 


TvrRprn^- 

-iNxxV_^^^\^ 


\ /TTT TV V 

Vlli, lA, A 


-(Ull2}7Cil— Orl(L^rl2 jyt^ils 


-(0112)30113 


-(0112)3- 


XTRP/Ti^- 

-iNXl^V^w )~ 


\ TTTT TAT" AT" 

Vlli, IX, X 


-(CH2)6(CH2CH"Cn)2(Cll2)4^1l3 


-(Lyrl2)30JnL3 


iC%X \ 

"(0112)3- 


-INXlO(vy)- 


\ TTTT T"V AT" 
Viii, iX, X 


-(Cil2)6(<-'H2CH~Cll)3Cll2Cll3 


-(<^ll2;30Xl3 


/PR ^ 

-(0112)3- 


XTRP/Ti^ 
-INXl^^l-/ )" 


\ TTTT T"V "V?" 

VIII, IX, X 


-{CH2)2(^ll2CIl— Cll)4(Cll2)4^Xl3 


-(0112)30113 


-(0112)3- 


XTRP/'O^ 
-lNxlV-/^V>' 


VIII, X 


-(dl2; 10^11-3 


XT 
±1 


-(0112)4- 


-INXlOvv^J" 


vm, IX, X 


-(Cil2; 12^113 


XT 

n 


-(0112)4- 


TsTRP/Ti^ 
-i>iXlV-'\^V-' J- 


VIII, IX, X 


"(^xl2 J 14^x13 


XT 
11 


/'PR ^ 
-(0112)4- 


XTRP^O^ 
-INllv^^^^^- 


VIII, IX, X 


-(dl2;i6^"-3 


XT 
H 


/PR \. 
-(0112)4- 


TSJRP/Tl^ 

-iNXl^^^V^ ^- 


VIII, IX, X 


-(^Il2)l8^1l3 


XT 

xl 


/'pR ^ 
-(0112)4- 


TsTRP/'O'^ 
-i>lxT.l>^^^ ^- 


X 7"TTT TV "SP" 
Viii, iX, X 


-(CW2j7Cl:l~<^W(i^i±2j5*-^JnL3 


XT 


-(^112)4- 


-XTRP/'O^- 


\ TTTT T'V "V 
Vlil, lA, X 


-(L^ll2)7L^li-— ^xl(^<^rl2j7V^-rl3 


xl 


-(ori2)4- 


-XTRP/^OV 


Vill, IX, X 




XT 

xl 


"(OXl2)4" 


-XTRP/'O^- 


\ TTTT T'V V 

Vlli, iX, X 


-(dl2 ;6C^Il2^II~*-'J^ j3L.ll201l3 


XT 
XX 






\ 7TTT TV V 
Vlil, IX, A 


/T^TT ^ /^r~*TT r^TJ— /^TT\ /r^TT \ r^TT 


XT 
XX 


-/PR^^ 
-(0112 M 


-XTRP/O^- 


\7TTT V 

vm, A 




-V-'XX3 


"(0x12)4 


— X^XlV-'yV-/ }~ 


\7TTT TV V 

Vlil, lA, A 


//-ITT "V /^TJ 

-(Lvrl2Ji2^Jnl3 


-v^xl3 


-(L^Xl2)4 


JNTRP/'O^- 
-XT«XJ.v^^vy 7 


nJT TV V 

Viii, lA, A 




-0x13 


-/PR^^.- 


-XTRP/'OV 


\ mT TV V 

Vlil, lA, A 


ITT \ r^tr 


PW 
-V^Jtl3 


-(0112)4- 


-xrRp('nv 


\7TTT TV V 
Vlil, lA, A 


-(L.ll2ji8^rl3 


i 13 


/"PR ^. 


-NRP^'DV 
-iNXX'wy^v-/ ) 


\ 7"TTT TV V 
Vlil, lA, A 


-( L/il2 ) 7^Il~^Iil*-^ll-2 js^Hs 


PPT 


-( 0112)4 




\ TTTT TV V 
Vlli, lA, A 


//-ITT \ r^TT r^jj[(r^Tj ^ r^xj 

-Cdl2)7^-^I1— ^11(^112 j7V--xl3 


PXT 
-OII3 


/'PR ^ 
-(0112)4- 


-XTRPrO'i- 


x TTTT TV V 
Vlil, lA, A 




PW 


-(0112)4- 




1 TTTT TV V 
Vlil, IX, X 


-•(CII2 )6( dl2^11~^li j3Ull2L.il3 


-OXI3 


-( 0112)4- 


-XTRP/TJ^- 


T TTTT T'V "V 
Vlli, IXj X 


-( Cll2)2( L/rl2dl— L^H )4(^ 0112)4^113 


-OII3 


/PR ^ 
-(0112)4- 


x^RP/'o^ 


■\ TTTT "V 

Vlil, X 


/"/-ITT \ /— »TT 

-(^l^Jtl2jl0'-'Xl3 


-V^Xl20JnL3 


/'PR ^ 
-(0112)4- 


-xNXlv>^\-/ 


\ 7TTT TV V 
vm, IX, X 


-(^L.ll2jl2<-'J^3 


-L.ll2<^xl3 


-(0112)4- 


-XTRP^Ti^- 


TTTT T'V 

vm, ix, X 


-(^112)14^113 


PXT r^XT 
-<^±l2V>'ll3 


/"PR 
-(0112)4- 


7^JRP/'^^ 


T TTTT TV V 
Vlil, IX, A 


>-(^^ll2jl60Jtl3 


r^xj oxj 

-L^j:l2V-*rl3 


-(0112)4- 


-^^JRP/^^-. 

-i>lXlV_/^V_i ^- 


■\ TTTT TV V 

vm, lA, A 


/'/^TT \ OTT 

-V<^ii2; 18^113 


-1^x12^x13 


-(0112)4 


XTRPrO^ 


'\ TTTT TV V 
Vlli, lA, A 


r/— ITT ^ /— 'TT—/— 'XJ/T^TT A r^XT 
V^ll2 )7V^Xl— L/Xl^ Oxl2 75OII3 


PW 
-1^x12^^x13 


-(0112)4- 


-XTRPrO^- 


X 7TTT TV V 
vm, lA, A 


//-ITT \ /-*xj— r^xj/'/^TJ \ r^TJ 

-(^ l^xl2 J?^!!"^!^!. V-'ll2)7*-'ll3 


pxj pxj 
-V^Xl20xl3 


-/PR 


-XTRprnv 


\ TTTT TV V 
vm, lA, A 




-OxloV^xTs 


-(V^ll2)4- 


-XTHPrO^- 

— iNXlv^^v./ )~ 


\ TTTT TV V 
Vlli, lAj A 


-(^l_'ll2 jeC ^ti2^ti—y^r± J3l_/Xl2'^xl3 


r*pr pw 

-L>Jl2^xT3 


-(L^ri2)4- 


jNjRp/n^- 

—iNXlv^\^vy 7 


■\ TTTT TV V 

vm, lA, A 


-( Cll2)2C 0112011—011)4(0112)4^113 


pxj r^xT 

-V^Xl201l3 


-(0112)4- 


-XTRP/'O^- 


X 7TTT V 

Vill, A 


-(L.ll2)ioOri3 


^PtT \ PPT 
-(1-/Xl2)201l3 


"(0112)4- 


-.XTRPrO'l- 
"*XNXi\_/^vy j- 


'\ /TTT TV V 
Vlil, lA, A 


-(0112)120^13 


-(Oxl2)2>-'Xl3 


/•pR \, 
(0x12)4- 


.KTRpro"^- 

— XNXlV--'y^>-/ 


X TTTT TV V 

vm, IX, X 


-(0112)140113 


/ r^ xT ^ r^xT 

-(^L/ll2)20Xl3 


/PR 
-(0112)4- 


XTRP/'O^ 


X TTTT TV V 
vm, IA, A 


-(0±l2)i60±l3 


-(l-^Xl2)2'^ll3 


-(0x12)4- 


-XTRP/Ti^-. 


X T^TTT TV "V 

Vill, lA, A 


-V01l2)is01l3 


-(1^112)20113 


-(0112)4- 


xrRPfo^ 


V XXI, xyv, J\. 


-*^\^xu.2/7V~'XJL v_^x±^\„-xi275^-»--*-3 


K^-'^ ^2/2^-*- -•-3 




-NHCfOV 


vm, IX, X 


-(CH2)7CH=CH(CH2)7CH3 


-(CH2)2CH3 


-(CH2)4- 


-NHC(O)- 


VIII, IX, X 


-(CH2)6(CH2CH=CH)2(CH2)4CH3 


-(CH2)2CH3 


-(CH2)4- 


-NHCCO)- 


vni, IX, X 


-(CH2)6(CH2CH=CH)3CH2CH3 


-(CH2)2CH3 


-{CH2)4- 


-NHC(O)- 


VIII, IX, X 


-fCH2)2(CH2CH=CHMCH2)4CH3 


-(CH2)2CH3 


-(CH2)4- 


-NHC(O)- 


vra, X 


-(CH2)ioCH3 


-CH20CH2CH3 


-(CH2)4- 


-NHC(O)- 
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VTTT TV V 




-CHoOCHoCH^ 

Vw^-X X2^-' ^-^x iv^-^-''- X3 


-rcH9)4- 


-TsfHCrOV 


VTTT TV V 






—1 C^XXO I A" 


-NHCfO)- 


VTTT TV V 

V 111) -■'<>>-9 




-CHoOCH'jCHo 


-fCH9)4- 


-NHCfO)- 


VTTT TV V 




-CH-^OCHoCH^ 


-(0112)4- 


-NHC(O)- 


\rfTT TV V 




v.-»x X2 val X2 >-'X X3 




-NHCfO)- 


VTTT TV V 


'•yK^srx2/y^J^^^^x^\^xx2/7^-'-^3 


-PHoOPHoCHo 




-NHCfO)- 


xnjj TV V 




x_^x X2 v^x X2^^xx3 


-(CUo)a- 


-NHOfO)- 


\niT TV V 
V 111, 1-/V, -A. 




-PH^OPHoPHo 

v^x X2 v^v_/X X2v_/'XX3 


V.^--'X-i.2y4 


-NHCfO)- 


VTTT TV V 
Vlll, 1-A., 




v—x A X2 v^/x X2 v_^x X3 




-NHCfO)- 




/PR^^ , „PR. 


v^x X2y2^^-'-*-3 


V^-'--*-2/4 


-NHCfO)- 


\/TTT TV V 
Vlll, IJv, JV 


"1^^271 2^lJ-3 


-^'PHo'i-^OPRa 

v^xx2 ^2^^xX3 




-NHCfO)- 


AT^TT TV V 




•■^v^xx2y2^^-*"*-3 


\K^±X2J4 


-NHCfO)- 


Vlll, 1-A.j -A 


/'PR ^ PR 


*w^xx2y2*-'*^'-'--*-3 


^v-^xx2y4 


-NHCfO)- 

X ^^XX_^l \— f 


\7'TTT TY V 

Vlll, lis., 




-fPR^^nOPH^ 


--y\^±x2J4 


-NHCfO)- 


\7'TTT TV Y 

Vlll, lA., 


/P*R ^-PR=PRr'PR«^^PR« 
-^V_*ri2j7^H \^JlX\K^I1l2)S^xx3 


.rpRo'i^npR, 


-(CR-y^A" 
\^\^xx2/4 


-NHCfO)- 


Vlll, I-A.5 -A 


/'PR ^^PR— PR/'PR^^r.PR-. 


-/'PHo'loOPR^ 

•"i V-'XX2 72^^^'^-^ 3 


-(CR^\~ 


-NHCfO)- 

J. "XX X / \ v_j' / 


\7TTT TV V 

Vlli, 1^5 


fnVf ^ /'PR PR— PR^ /"PR^^.PR-, 


-rPR^^oOPR^ 
-\^V^xx2j2^^-'^3 


^(CRn)^- 
\^^^2/4 


-NHCfO)- 


\/'TTT TV V 
V 111, lA., -A. 


/T'R ^^/'PR^PR=PR'4^PR^PR, 


-/'PR-,'loOPR, 


-(CR-y^A-- 
y\^xx2J4 


-NHCfO)- 


\/'TTT TV V 
Vlll, lA., A 


/T'R "\ rPR PR=PR^./PR^^^PR^ 


-fPR^'ioOPTT:, 
-\^\_^XX2 )2^^^3 




-NHCfO)- 


\77TT V 
V 111, A 


/'PR^^^^PR- 


-y\^srx2}3^'^ X3 


'-(CRo)a' 


-NHCfO)- 


\/TTT TV V 
V ill, lA, A 


/'PR^^^^PR^ 
-V*^JtA2jl2^^^3 


^v^xx2/3v-'XX3 


UCR'y^A' 
y\^±x2J4 


-NHCfO)- 


\nij TV V 

V ill, lA, A 


/'PR«'^,^PR, 


•*\^v-»xx2y3V-'XX3 


"(CRo^A- 

V^xx274 


-NHCfO)- 


VTTT TV V 
V 111, lA, yv 


^/pfT^^,^pR, 
-^^.^112; 16^113 


V^x X2^3 v-'XX3 


-(0119)4- 


-NHCfO)- 


VTTT TV V 

V 111, IA5 A 


-/'PR^^,oPR, 




-(CH9)4- 
V^xx2/4 


-NHCfO)- 


VTTT TV V 

V III; 1^9 ./V 


-^PRo^-,PR=PR^'PHr,^«PTTo 


\^N-'XX273*^xx3 


-(CH9)4- 
V.^-'"*-2/4 


-NHCfO)- 


VTTT TV V 

V III9 lA, A 


**^\^H2y7^-'*^ *^xi^\-'XJ.2/7^-**-*'3 


^\-'XX2/3V-^xx3 




-NHCfO)- 


VTTT TV V 

V 111, 1-A<5 -A 


-/'PR.'i^rPR,PR=PR^o<'PR^^^ PHo 


\ -*-2 /3^-^ -"-3 


-(CRo)a- 


-NHCfO)- 


VTTT TV V 
V 1 1 ij 1 A, A 


-/^PR^'i^/'PRoPH=PH'io PH'.PTT^ 


V •*-2 / 3 ^ J-*-3 


-(CH9")4- 
V^-'-x2/4 


-NHCfO)- 


VTTT TV V 

VIII9 lA, A 


-^PR^'i^/'PR.PR^PT^^ . rPR^"^ . PH^ 

•'^^v^JLJ.2^2v^-*^2^-'-^ ^^^j4\^^^2/4^-^^3 


v_--x X2/3^ X X3 


v^-'"'-2/4 


-NHCfO)- 


VTTT V 
V 111, A 


-^PR^^,^PR, 


H 

XX 


-(CRi\- 

\\-^xx2J5 


-NHCfO)- 


\/TTT TV V 
Vlll, lA, A 


/'PR^'i.^PR-, 


R 

XX 




-NHCfO)- 


\/TTT TV V 
V ill, lA, A 


/'PR ^ PR^ 
-|^v_^ri2 J 14^113 


H 

XX 


\\^XX2J5 


-NHCfO)- 


\/TTT TV V 
Vlll, lA, A 


/T'R ^ ^PR- 


XX 




-NHCfO)- 


\7TTT TV V 
Vlll, lA, A 


/'PR ^ «PR, 


H 

XX 


-(CR-^^- 


-NHCfO)- 


\7TTT TY V 

Vlll, lA, A 


-^PR»^«PR=:PR^PR«^..PR, 


H 

XX 


"(CRn)^- 

y<^xx2J5 


-NHCfO)- 


\7TTT TV V 
Vlll, lA, A 


/'PR ^^PR=PR^'PR«^-,pR-, 

-^^v-xJnL2^7*— 'XX — V^xx^^xx2/7^XX3 


R 

XX 


\^xx2J5 


-NHCfO)- 


\/TTT TV V 
V 111, IA3 A 


/'PR^^^/'pR^pR=pR^^/'PRn^^pR, 

"[^^^13.2)6^^^2^^^ ^lx^2l^^274^-"^3 


R 

XX 


\\-yXX2J5 


-NHCfO)- 


\/TTT TV V 
Vlll, lA, A 


/'PR ^^rPR«PR=PR^,PR«PR-, 


R 

XX 


\\^XX2J5 


-NHCfO)- 


VTTT TV V 
VIU5 lA, A 


-/'PR^^^rPR,PR=PR'i ^ rPRo"^ ^ PR^ 

-^v-'JLX2^2l>^'"2^-'^ ^xx^4\^v^xx2/4^-'--'-3 


H 

X X 


\v^xx275 


-NHCfO)- 


\nij V 

V 111, A 


-^PR^^^^PR-, 
"I ^^2 J 10*^^3 


-CH^ 

\-/XX3 


•"It. ..Hole** 


-NHCfO)- 


VTTT TV V 
V 111, 1^, 


-^^PR.^,.PR, 


v_^x X3 


-(CR-y)^- 


-NHCfO)- 


\/TTT TV V 
V ill, lA, A 


- v.. II2; 14^^X13 


vXX3 


V^xx2/5 


-NHCfO)- 


\/TTT TV V 

V 111, I-A5 -A 


^PR^'^.^PR-, 


v>'XX3 


X275 


-NHCfO)- 


VTTT TV V 

V 111, lAj A 


-/'PR^^^nPR^ 


v^xx3 


'(CRv\- 


-NHCfO)- 


VTTT TV V 
Vlll, IA5 A 


-/'PR«'\«PR=PR/'PR^'iirPH, 
''\\^n.2J7^xl. — orx\^v^xx2j5 v-'XX3 


v^xx3 


-(CHo^i- 

\\^xx2/5 


-NHCfO)- 


VTTT TV V 
V 111, lA, A 


/'PR^^^PR=PR/'PR^^^PR^ 

\^n.2 ) 7>^xx V^xxy^ v^xx2 ^ 7 v_-'XX3 


>-'XX3 


"(CR-y)'^- 
\v^XJ.2/5 


-NHCfO)- 


\7^TTT TV V 
V 111, lA, A 


-rPR^'i^r PR^PR=PR^n/'PH'>'i iCHr, 

-\^v^lX2/6\^-'^2^-*-^ v-'nj2v^-^2/4^-'^3 


v-'XX3 


-(CR-y^K- 
y\^±x2j5 


-NHCfO)- 


VTTT TV V 
Vlll, lA, A 


/'PR-»^^PR,PR=PR'i,PR,PR^, 


*-'XX3 


V^xx275 


-NHCfO)- 


\/TTT TV V 
Vlll, lA, A 


-^^v^xl2/2l^-'^2^^ ^•*^J4v^-" 






-NHCfO)- 


VIII X 


— ( V >H 1 1 nC J H 1 


-CxloCxx'? 


-(CH2)5- 


-NHC(O)- 


vni, IX, X 


-(CH2)l2CH3 


-CH2CH3 


-(CH2)5- 


-NHC(O)- 


VIII, IX, X 


-(CH2)l4CH3 


-CH2CH3 


-(CH2)5- 


-NHC(O)- 


VIII, DC, X 


-(CH2)l6CH3 


-CH2CH3 


-(CH2)5- 


-NHC(O)- 


VIII, IX, X 


-(CH2)l8CH3 


-CH2CH3 


-(CH2)5- 


-NHC(O)- 


VIII, IX, X 


-(CH2)7CH=CH(CH2)5CH3 


-CH2CH3 


-(CH2)5- 


-NHC(O)- 
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VTTT TY X 


-/'PTT^'i,PR=rTTfrTTnVPTT. 

•"\ v>'XX277v-^JLX v-zxx^ v^xx2^7^-'--*-3 


-PR^PR^ 

v^XX2^XX3 


-^PR^^^- 

V^-tl275 




VTTT TX X 


v-'XX2 y <s V ^xx2>^xx v^xi y 2 V ^•tX2_/4 ^-'JnL3 


-CRoPR^ 


-^'PR^^'ii.- 

V.^-tX2^5 


-TSTRP^'OV 


VTTT DC X 


-rrTT^^^rpTTnCTT=PTT'i,pfrorTr, 

-'\^v^xx2^6v^-'^2^" v-'XX^3\-^xi.2v-«'XX3 


-PR^PR-* 
V-'XX2v_/XX3 


-yy^xxiH" 




VTTT TX X 

V XXX.y ./V. 


V^-'^2/2V.^-*--^2^-'-'- *-'XX^4V^v^xx2_^4^-'Xi3 


-PRoPR-, 

^^x X2 ^w'XX3 


-^^Xl2;5- 




VTTT X 


-V^XX2J10^'^3 


-^'PR^^^PR, 
V vX X2 )v<-fX X3 


-r'PR^^^- 

-V^li2^5- 


■"XNXXX^^^^ ) 


VTTT TX X 




-^PRo'l.PRo 

\^XT.2 /2^^-'--'-3 




-"KTRPi^DV 


VTTT TX X 


-^PTTo'^i^PTT, 
V^xl2^14^J^3 


-^'PR^'i^PR-, 
-^v^xx2^2^-tX3 


-V^V_/Xl2^5 


-"NTRP/'OV 


VTTT TX X 


-^^v^n2ji6^-n.3 


-^PR^^.PR, 
-V, ^xl2 72^JtX3 


-^PR^"^^- 
-i^^^Xl2j5 


-TvJRP^O^- 


VTTT TX X 


\S^xy.i}\v^x\.-^ 


-rPRo'koPR, 
-^\-^Xx272^'"-3 




-TvJRPrO^- 


VTTT TX X 


-r'PTT^"^-.n^=PTTrr'TT^^^r'TT. 


-^^v^jn2^2^*^3 


"V^Al2j5- 


-i^lXlv^^v^ )" 


VTTT TX X 


fPTT^'^^PR^PTT^'PTT^'^oPTT-, 

-"^^'>>^XX2^7^-'XX v^irx\^v^xx2y7v^xx.3 




/"PR^^^ 
H^Al2j5- 


"^^RP/'^^ 


VTTT TX X 


-(^^V^xx2^6v^-'^2^-'nL — y^xx ^2V^xx2^4^xX3 
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\7TTT TV V 


-(^<^ii2; 14^113 


-V^xl3 


UCXX^rX^(CVi^r.^ 

-(1^x12)2^(^112)2" 




\/T1 i TV V 




-0XI3 


(CXX^^Ci(CXX^^ 

-(^^112)2^(^112)2'' 




\/TTT TV V 
V 111, lA, A 


-(1^112; 1 8 ^rl3 


-^-^113 


JCVK^^C\(CX\^^- 
~ V^Xl2>^ 2^ \^-tl2/2 




A/TTT TV V 

VJULi, lA, A 




-Oil3 


(CXX \ C\(CXX^^ 

-(0x12)2^(^112)2- 


J^<SXXC(CVi^ 


\7TTT TV V 

Vlii, lA, A 




"-i^ri3 


(cvi^jCi(cx\^r. 

-(*^Xl2)2^(*-'ll2)2- 
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XX 


-^V^XX2^3"' 
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\/TTT TV V 
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■R 

XX 


~^Vw/X1.2/3 
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\/TTT TV V 
V 111, 1 A, A 


-(Orlay 18^1^3 


TT 


-^V_^X1.2y3 


-TSTRSrO'i-,- 


TV V 
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R 
n 
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\/TTT TV V 
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R 
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R 
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\ 7TTT TV V 
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R 


-/'PR-'^^- 
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\ 7TTT TV V 
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-(L^Jtl2j2l^-'t^2^JnL— ;4(^L^ll2j4^J:l3 


R 

xjL 


r'PR-^— 
"l.^J^2i3 


-iNXXL5^V-'^2 


IA5 A 


-(i_.Jtl2; 10^1^3 


PR 
-^Xl3 


^PR-^- 
-^1^X12^3- 




T"V V 

lA, A 


-(Uhl2h2^J^3 


PR- 
-V^Xl3 


-/■pR-^— 
-1^112^3" 


~J.NXi-O^V_/ ^2 


TV V 
lAj A 


-(UJtl2ju*-'-tl3 


PR 


-^L^Xl2j3- 


•*iNXXO\^\-/ ^2 


\ 7TTT TV V 
Vlll, lA, A 


-(0±l2jl6^-tl3 


PR- 
-^XJ-3 


-V^Xl2^3- 


"JINXXOI v-' /2 


■\ /TTT TV V 
Vlll, lA, A 


-(^JnL2Ji8*-1^3 


PR 

-V^Xl3 


l^^2^3 


"*i>xxoyV-/ /2 


TV V 

lA, A 


H^1^2/7^1^"^l^V^Al275'^Jtl3 


PR- 


''\y^r\.2)3 


-KTRSrO^o- 

-l>Xl.o\^v_y^2 


\7TTT TV V 
Vlll, lA, A 


"y V^rl2 ) 7 Jl^^^rl^^ ^rl2 ) 7 v^ii3 


-PR^ 


-\^XX2^3 


-JLNXXOV^V^ ^2 


\ /TTT TV V 

Vill, lA, A 




-PR- 


-rPR^'i,- 

1^X1.2^3 


•*j.^xxo\^vy ^2^ 


\/TTT TV V 
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- \ L^rl2 J6 V ^Xl2^Jtl ^-tl j3 V^xl2V^Xl3 


-PR^ 


-fPRn^..- 

V^J^2/3 


— i^xxo^ j2 


X/TTT TV V 
V 111, 1 A, A 


-\y^rX2 j2l^l^2^J^ *^-I^j4l^iA2j4^J:X3 


PR, 


-rPR^'^o- 


-iNXXi3\^V_/y2 


TV V 
lA, A 


-V^Jtl2jlO^-tl3 


-PR^PR, 


-rPH^'i^*- 


-lNXiO\^\-/^2 


TV V 
lA, A 


-(L^Xl2jl2^JtJ-3 


~v>XX2^-^^3 


-<'PH'»'i^- 
\^rx2)3 


x^xxui v_/ 12 


TV V 

lA, A 


-V^J^2jl4*-1^3 


-PR-PR^ 

^X1.2^-"3 


-^PR^"^,- 


-i^xxo^w )2 


\/'TTT TV V 

Vlll, lA, A 


-(^Il2jl6^ii3 


-PR-PR^ 
~^Xj.2VvXX3 


-^\^XX2^3 


i^ixxiJi \_/ 72 


'\rrTT TV V 
Vlii, lA, A 


-(i_.Jrl2jis^±l3 


PT-ToPR. 
-'^x 12^x13 




i^xxkj^^v^ /2 


TV V 


-(^1^02^7^11— ^Il(,*^n2j5^il3 


-PR-PR- 
-*^Xl2V^XX3 


-^PR^"^-,- 
-^^^xx2y3 


-TsTRSrOV- 

xio^vy ^2 


\ /TTT TV V 

Vlll, lA, A 


-(l^ti2^7L'tt— ^^Jtli^ V^rl2 j7^xl3 


PR PR- 

-\-/XX2v-'Xl3 


„rppT^v. 

'•\S^^2)3 


~i\xXi3\\J )2 


\7TTT TV V 

Vlll, lA, A 


//^TT ^ fr^TX r^'T-T— r~^TT^ (CTX \ c^vx 


PR-PR- 
-V^JCl2*^Xl3 


^^•"■2^3 


->jRsro'io- 

-i^xxo\^ v ^2 


\ 7TTT TV V 

Vlll, lA, A 


[ r^Tj \ ff^Tj r^TT — r^TT\ r^u r^pr 
-( Ulrl2 )6l ^ J^2^W— Uxl;3 L.Xl2*--Xl3 


PR PR- 


-^PR-^— 
-l^n.2j3- 


-"NTRSrO'io- 
-rNXiov^v^^2 


"\ 7TTT TV V 

Vlll, lA, A 


-((^Jbl2j2(.^1^2*-'l^~^-»^Ml*^-*^^ 


PR-PR- 
-l».Xl2^Xl3 


-^1^X12^3 


~lNXXvj\ V-/ /2 


TV V 

lA, A 


-(*^Jtl2jio<-'JnL3 


/'PR-^-PR- 


-/'PR^'i^- 
"V^"-2J3 


— x^xio^^v/ y2 


TV V 

lA, A 


-(i_.tl2; 12*^1^3 


fPR-^-PR- 

•■\y,n.2)2^^3 


-^PR,"^,- 


"iNXiij\^w )2 


TV V 

lA, A 


-(Crl2;i4<--xl3 


r'PR ^ PR- 
-'\\'ti.2)2^^3 


-fPR-^-,- 
-^*^xi2^3- 


-"NTRSirO^n- 

-1>JX1l5^W^2 


\ /TTT TV V 
Vlll, lA, A 


-(i^rl2ji6^JnL3 


-i^*^ri2j2^XJ.3 


-^^XX2J3 


"i^ixiLj^w ^2 


\/TTT TV V 
Vlll, lA, A 


-l^*l2h8^J^3 


rpR-^^pR. 




J. > xXk-j\^ V-/ ^2 


TV V 

lA, A 


-( L.rl2 J 7*-^W.— L/H^ (^rl2;5 ^1^3 


rPR-"^-PR- 
-\S'J^2)2^^3 


-i'PR-^o- 
V^Al2>^3 


•*i>(xxoi i2 


■\ /TTT TV V 
Vlll, lA, A 


-^^l-^±l2j7v>'rl — L-'Jl\^^^Xl2^7V^ri3 


rpR ^ pR- 


-fPR^'^-,- 
''W^x:x2)3 


INXXOl v_/ J2 


l/TTT TV V 
Vlll, IA5 A 




rpR-^-PR- 

-Vv^xl2y2^J^3 


-^PR-.^,- 
\.^-«^2j3 


jL^xxoi J2 


\/TTT TV V 
Vlll, lA, A 


-\^V_'JnL2j6V^'-''^2*^'^ — ^ri ^3l-^Jl2*-'ri3 


-^VvXl2/2^-n.3 


-/'PR^^-,- 

^*^XX2/3 


~±>ixio^^ )2 


A /TTT TV V 
Vlll, IA5 A 


-(^ V^Xl2 j2V.^1^2^-n."~^-"- J4l^"-2j4^-"-3 


-^^V^XX2^2^JlX3 


-\^*^XX2;3" 


i>xxo\_v./ /2 


TV V 

lA, A 
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PR-OPR«PR- 


-rPR^^,- 
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-NRsro^o- 

"■x^xio^x-^ 72 


TV V 

lA, A 


-(.^W2;i2<-'-tl3 


-PR-OPRoPR. 


-rPRo'i,- 
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TV V 

lA, A 


-(^L>Jl2 J 14^1^3 


PR P>PR-PR- 
-V^XJ-2^^-XX2v^'X13 


.rpR-"^,- 

l^^2^3 


-iNXXO\^^;2 


\ /TTT TV V 
Vlll, lA, A 




PR-OPR-PR- 


-\^V-J:i2j3 




T 7"TTT TV V 
Vlll, lA, A 
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PR- Pi PR- PR- 


-\^\^XX2;3- 
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-fCHo)3- 
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-CH2OCH2CH3 


-{CH2)3- 


-NHS(0)2- 
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-(CH2)3- 
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-CH2OCH2CH3 


-(CH2)3- 
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V,V-'-tX2y 12^-0.3 


^ v^x X2/2 -■-3 




-NHSfO)^- 






-fCH7)90CH, 
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-(CH2)3- 
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-fCH7')90CH^ 




-.NHS(0)2- 


VTTT TX X 


-rrTT^'^'7rH=rTT('CHo')'7CH^ 
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-NHSfO)2- 


VTTT TX X 
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-NHSfO).- 
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TX X 
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V 12/3 ^-"^ -»-3 


V^-'--*-2/3 




VTTT TX X 
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-NHSfO)2- 
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-NHS(0)2- 
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-NHS(0)2- 
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H 
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-NHSrO)2- 
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TX X 
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\^-*-*2/4 
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-(CH2)4- 
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-fCH7)4- 
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VTTT TX X 
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-(CH2)4- 
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TX X 






-(CH2)4- 


-NHS(0)2- 
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-(012)4- 
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VTTT TX X 
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-fCH2)4- 


-NHS(0)2- 


VTTT TX X 

V XXX) xyV) yv 
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-(CH2)4- 


-NHS(0)2- 


TX X 


^v.'XX2y7^^ii v^xx^v-'XX2/5^-*-'-3 
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-NHSfOo- 


VTTT TX X 
V XXX) xyV) yv 


-rrR^'^^rR=CHfCH'»'i-7CHa 

^ V— 'XX2/7^^-*--^^^^^'^'^\ '~'^^2/7^''^**3 


-CHoCa 


-(CH'>)4- 


-NHS(0)2- 


VTTT TX X 
V XXX) xyV) yv 


\ v^x i2/6\ 12 •'•/2 V •*-2 /4^-'- -*-3 
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V xxXj xyV) yv 
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-(0112)4- 
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-(C±l2)4- 
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-(0112)4- 
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-(0x12)2^0x13 


-(0112)4- 


-iNXlov^Uj2- 


IX, X 


-(Uil2j 12^113 


-(0112)2^0113 


-(0112)4- 


-iNxlO^^U ^2- 


TV V 

IX, X 


-(Uil2) 14^113 


//^TT "\ /^/~^TJ 
-(0112)2^0113 


-(0112)4- 


-iNXloi^^j2'* 


1 7"TTT TV V 

VIIl, IXj X 


-(L.Jtl2;i6<-'tl3 


-(0x12)2^^0x13 


-(Crl2)4" 


-iNXl0^^^2~ 


17TTT TV V 

VIll, IX, X 


-V^ll2h8<-'Il3 


-(0±l2)2*-^01:i3 


-(Cil2)4- 


Tsixx^ro^ 
-iNii:!)(^u;2- 




//-ITT \ r^TT r^Tj/r^'Lj \ r^Tj 


-(^Oxl2)2*-'Orl3 


-(dl2)4- 


-INXlO^v^ J2 


\ TTTT TV V 

VIIIj IX, X 


-(CJnl2)7^11~*^J^(*-^ll2)7*-'ll3 


-(^Oxl2)2^C±l3 


-(Cll2)4- 


■^TTX<^l^'o^^ 


\ rm TV V 
VIII, IX, X 


/r^xj \ fr^Tj r^xj— (^xj\ //^xx ^ r^xr 


-^V^Xl2j2^CXl3 


-(^0x12)4- 


-iNXlo^^wJ2 


\ /TTT TV V 

VIII, IX, A 


-( L.xl2;6l L^rl2*^rl— <^I1 j3<-'Xl20Il3 


-(CXl2)2^01l3 


^^'xx«^^- 

-(Cri2)4- 


-iNxiot^w;2- 


\ 7TTT TV V 
VIII, lA, A 


//^xi \ /T^xx r^xx— r^xx\ /t^xt ^ r^xx 


-(^dl2j2^CXl3 


/pxx \, 
-^^L^Xl2j4- 


-iNXlO^^W J2 


TV V 

lA, A 


-(^112)10^113 


-^V-/Xl2i3CXl3 


-(CXI2J4 


-XNXIO^V-/ ^2 


TV V 

IX, X 


//-ITT \ /^TT 

-(Crl2) 12^113 


ff^xx \ r^xx 
-(0x12)30x13 


-(CXl2)4- 


-INXlO^^v-/ y2 


TV V 

lA, A 


/r^xx % r^xx 

-(^J^2)l4*-H3 


/T^xx ^ r'xx 
-(^112)3^x13 


-(d:l2M- 


— iNXXO^^v./ j2 


\7"TTT TV V 
V 111, lA, A 


-(L,il2j 16^113 


-(Cxl2j3CXl3 


-(CXl2)4- 


-XNXIO^^V-/ ^2 


T /TTT TV V 
VIII, I A, A 


/r^xx \ r^xx 


-(^I^Xl2j3dl3 


"{^.1-12)4- 




TV V 

IX, X 


/i<^TT \ /^xj r^xx//^Tx N r~^xx 

-(Cil2)7^11~^Il(^J^2j5^1l3 


/■/~^xx \ r^xx 
-(0112)30113 


-(0112)4- 


-iNXlO^^V.^ J2- 


■t /TTT TV V 
VllI, IX, X 


//-iTT \ /^TT r^xx/'r^'XJ \ r^xx 

-(Cxl2)7C±l— Ull(Cxl2j7*-'ll3 


^f^lx \ r^xx 
-(0112)30113 


-(0112)4- 


-INXlo^V^ ^2" 


T 7TTT TV V 
Vill, IX, X 


//~*XT \ fi^xx /"^xx— ^^XT^ //^xj ^ r^xx 

-( dl2)6( ^ll2^Il~ ^11)2(^1^2)4 ^ii3 


{T^TJ \ r^xx 
-(0112)30113 


-(Crl2)4- 


-INXlO^v-^ J2~ 


Tt /TTT TV V 

VIII, IX, X 


/r^TJ \ /T^XJf /^XT— /^XJ\ /^XX /^XX 
-(CH2)6( CJd2^-'ll-^ll)3^n2^ 


/"/^xx ^ r^xx 
-(^112)3^113 


-^^0112)4- 


-iMlC>t^U)2- 


\ 7TTT TV V 

VIll, IX, X 


/r^Tj \ fr^xj /~^xx~oxT\ //^xx ^ r^xx 
-(CII2 )2( Cl:l2Cll-Cll)4(Cll2)4^1l3 


/'/~'xx ^ oxi 

-(dl2j3dl3 


/OXT ^ 
-(0112)4- 


x^xTQ/'o^ 

-iNli:^i^U;2- 


IX, X 


//~^tT \ our 
-(^112)10^113 


XT 
II 


-(0112)5- 


-INXlo^vJ ^2" 


TV V 

IX, X 


•'(^^2)l2^jnL3 


XT 

xl 


-(Cll2)5- 


-iNXlC>(^\^j2"' 


TV V 

-A. 


-(1^112) 14^113 


XT 
Xl 


-(0x12)5- 


-INXlo^^W ^2- 


\ TTTT TV V 
VUI, IX, X 


-(^112)16^113 


TT 
Xl 


-(Cxl2)5- 


-iNXlOt.Uj2- 


\7TTT TV V 
VIll, IX, X 


/OXX \ r^XT 
-(Ull2)l8dl3 


TT 
Xl 


-(CXl2)5- 


-iNXloi^v^^2** 


TV V 

IX, X 


/r~*xx ^ r^xx— oxx/T^xx ^ r^xx 

-((^112 )7dl-Cll(Cll2)5^1l3 


XT 
Xl 


-(CXl2)5- 


-iNXlo^vJ ^2" 


■\ /"TTT TV V 
VIll, lA, A 


-(L*r±2)7^11— *-'Il(^ll2)7^Il3 


TT 
Xl 


-(Crl2;5- 


-INxXOt^vy J2 


\/TTT TV V 
VUI, IX, X 


/T^xT \ /"oxx /~»Tx — r^xT\ /T^xx ^ r^xx 

-(Crl2)6(^ll2^11~^ll )2('-'ll2)4^ II3 


XT 

xl 


-{^^2)5- 




\ /"TTT TV V 

VIII, IX, X 


//-ITT \ tf^xj r^xj /^xx^ oxx r^xx 

-( Chl2 )(5( CrlaCH— CM) 3 Cll2dl3 


TT 
Xl 


-(Cll2j5- 


-INXlo^^ w J2- 


X 7TTT TV V 
Vill, IX, X 


-( 0^2)2(^^2011—011)4(0112)4^113 


XI 
Xl 


-(Cxl2)5- 


>JXXQ^'o^ 

-iNxlo^^vJj2- 


TV V 


/oxj ^ oxx 

- \ K^rln ) 1 oCr"i3 


r^TT 

-OX13 


-(C-tl2)5- 


-iNXlO^^W J2" 


TV V 

IX, X 


-(0112)120113 


-CXI3 


-(CXl2)5- 


-1NX10^^VJ^2- 


TV V 

lA, A 


"{ 01:10)140113 


r^xx 
-OXI3 


-(Cil2)5- 


-lNXlO^^Wj2" 


T 7TTT TV V 
VUI, lA, X 


//-<TT \ /-ITT 

-(0±l2) 16^1:13 


<^TT 
-OXI3 


-(Ctl2)5- 


-INXlo^^V-/ ^2"* 


1 7TTT TV V 
VUI, IX, X 


-(01l2)l80tl3 


-OXI3 


-(CXl2)5- 


-iNXlo^^W ^2" 


lie IT 


-y^v^jLj.2^7*w-jnL \^j:j.\\-^xa2/5^-*--*-3 


wxx3 


V^-"- -'-2^5 


-NHSfCio- 


VIII, IX, X 


-(CH2)7CH=CH(CH2)7CH3 


-CH3 


-(CH2)5- 


-NHS(0)2- 


vni, IX, X 


-(CH2)6(CH2CH=CH)2(CH2)4CH3 


-CH3 


-(CHo);- 


-NHS(0)2- 


VIII, IX, X 


-(CH2)6(CH2CH=CH)3CH2CH3 


-CH3 


-(CH2)5- 


-NHS(0)2- 


vin. IX, X 


-(CH2)2(CH2CH=CH)4(CH2)4CH3 


-CH3 


-(CH2)5- 


-NHS(0)2- 




-(CH2)ioCH3 


-CH2CH3 


-(CH2)5- 


-NHS(0)2- 
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TX X 




V^X X^ V^X J-j, 




-NHSfO)7- 


IX X 


\\^XX2J 14^''- ■■■3 


■-^^xio V^XX 1 


-(CH7)5- 


-NHSrO)2- 


vni IX X 


^ V-/X X2y 1 0 J 


-CH^Ca 


"(C-'xio)^** 


-NHSrO)2- 


VIII IX X 


^ v^x X2/ 1 0 J. j 




"(C^H? I't- 


-NHS(0)2- 


IX X 


-rcH'5^7CH=CHfCH9')^CHci 




-CCH2)5- 


-NHS(0)2- 


VTTI IX X 


-rCH^'>7CH=CHrcHo'>7CH^ 




-(CH2)5- 


-]SIHS(0)2- 


VIII IX X 


-rCPL')/;rCH^CH='CIDorcB[9)4CH^ 


"xjxxivjxxa 


-(CH2)5- 


-NHS(0)2- 


VTIT IX X 

V XxX) X-rVj ./X 


\V-'XX2^6V,^-'-'--*-2^-^-'--*- ^-■-•*-y3^-'-*--'"2^-'--'-3 


^-'X X2 v.^x A3 


-rcH7)s- 


-NHSfO)9- 


VTTI IX X 


y V^xx2y2 V ■*2^^''"*' v^Ax jn\ v^xx2/4^*-'-»»A3 


^-'x X2^— 'X -xj 




-NHS(0)2- 


IX X 


\\^XX2JlQ^XX^ 


^ v^x x2y2^-*-'-3 




-NHSfO)2- 


TX X 

X./Xj ./X 


■Ml 1 II 1 1 •^l ■■ ^ 

\\^XX2J 12^^ ^3 


^ v^x X2y 2 -»-3 




-NHS(0)9- 


TX X 


-^^\-^xi2> 14^^ ■'•3 


\K^xx2)2^*'-*'3 




-lS!HSfO)9- 


VTTI TX X 




\ X x^ / 2 ^^-^X X 


-fCHo')^- 


-NHSfO)7- 


VTTI TX X 


€ i~H ^ 1 V nC .r~l 0 

V^-*^ -"-S/ 1 8 ■'^S 


\ ^^•»- -"-2 / 2 ^-^•'^ -"-S 


-('CH7')s- 


-NHSrO)7- 


TX X 

j_/x, yx 


'*y\^xx2J7^xx \^xxy\^xx2j5^xx2 


\^v^xx272'^-*^-*-3 


V^J--'-2/D 


-NHSrO)9- 


VTTT TX X 




V -*-2/2 ■■•3 


-(CH7)5- 


-NHSfO)2- 


VTTT TX X 


--rrHn'iArCH^CH=CH'>oCCH'>VCH^ 

••y\^xx2/6v^-'--*-2^^-'--*- ^-'J-J- /2\,^-*--*-2y4^-*--*-3 


^1 1 >i lot > 11 0 
V -*-2 /2 •'•S 




-NHSfO)9- 


VTTT TX X 

V XXXj X-ifXj -/X 


-(CHnVrCH^CH=CH^'?CH9CH^ 

"*\ \w»*xx2 — ^xx2^ — 'XX Vp^x xy J ^-^xx^>_'XXJ 


y^v_>.x x2y2'^-»--'-3 


-fCITo)^- 


-NHSfO)9- 


VTTT TX X 

V XXXy XJ\.y -/x 




y^x X2J2^*"^3 






TX X 

^x 


-\\^XX2) 10^-*- J-3 


Xh^X X^X^ ^^JU X^ ^^Ji. 


-fCH9)s- 


-NHSfO)9- 


TX X 

X^x^ ./X 


V^-'--*-2>' 12^-*- ^3 


-CH90CH7CH.I 




-MHS(0)2- 


TX X 

X-/X5 ^x 




-CHoOCH^CH^ 


-fCH9l^- 


-NHSfO)9- 


Vlll IX X 

Y XXXj xy^j ^x 


-*-2/ 1 o^* *3 


-CHoOCH^CH^ 




-NHS(0)2- 


VTTT TX X 

V XXXj X^Xj ^x 


-•11 .1 — 1'^ Itot , H 


-CH90CH9CHt 




-NHSfO)2- 


IX X 

X^X^ .^x 


-rcHo'^7CH=CHCCHo')<;CH^ 

yii^xx2y7^J^->- ^-'--■■V^-^-*-2/5'^-*"'-3 


-CH^OCHoCHci 


-(CH9)5- 


-NHS(0)2- 


VTTT TX X 


-CCHo'IvCH^CHCCHo'ItCFK 


-CH90CH'>CH:i 


-(CH2)5- 


-NHS(0)2- 


VTTT TX X 

V J-XX^ X^V_^ w/V 


^\^xx2y5V^x>xx2V-'Xx \_,'xx^2v^^-*--*-Z/4*-'-*--'-3 


-CH^OCHoCH^ 


-(CH9)5- 


-NHSfO)2- 


VIII IX X 


-CCH9')/;rcH9CH=CH)^CH7CH^ 


-CHoOCHoCH^ 


-(CH2)5' 


-NHS(0)2- 


VTTT TX X 

V X±X.f X^Vj wTX 


^^\_^xx2y2v^^'^ Z^"^"^ v^xx v^xx2/4>-'xxjj 




-(CH9)*!- 


-NHSrO)9- 


IX X 

X-/V5 y^ 


»i C -Ho ItnV ^lii 


-fCH9)70CH^ 


-(CH2)5- 


-NHS(0)2- 


TX X 

X^x^ 


y^xx2)\2^^*-Z 


-fCHo'loOCH^ 




-NHS(0)9- 


TX X 

XVxj .^x. 


"yy-rxx^j l4^-*"*-3 


y ^^xxjj/^ ^«^AXj 




-NHSfO)9- 


VTTT TX X 

V X,l Ij X-ZVj .^X 


■Mil . 1 1 ^ J 1 iT ( ^ rn *9 


V ^-■"■"2/2 ^ •■•3 




-NHS(0)9- 


VTTT TX X 

V XXX^ X-fXj / V 


V V-^ J- X2 / 1 S *^-*-*-3 


-(CHo)oOCR^ 


-fCH7)s- 


-NHSrO)9- 


TX X 


\y^xx2jf^^xx \_yxxy v^xx2y5>— 'XX3 


N^XX^^^ >^X Xj 


-(CH9)s- 




VTTT TX X 


yy^-xx'xjjK-yXX v--^xx\^v^xx2y7^xxj) 




V^-'--*2/5 


-NHSfOV 


VTTT TX X 

y xxXj x^xj yx 


-^CH^'iArCH9CH=CH^9rCH7)dCH^ 






-NHS(0)2- 


VTTT TX X 

V -LXXy X^Xj -fx 


-fCHo'>ArCHoCH=CH')^CH'7CH:i 

v_^XX2/ov_ ^-'XX2 v^xx v^'xxy_3\_.'xx^v_/xxjj 






-NHS('0)9- 


VTII IX X 

V XXX^ X^Xj ^X 


^>»«'XX2/2\.^''^ 2^^*" >-'*xy4i^>-'Xj.^y/jx_'xxj 




-(CH2)5- 


-NHS(0)2- 


TX X 


y^xx2} iQV-'J-i-i 




-(CH9')5- 


-NHSfO')9- 


IX X 


—I C ,H 1 1 '>v J H -5 
\^*- -'-2/ 12^^ ^3 




-(CH9)5- 


-NHS(0)2- 


IX X 

X^ Xj ^x 


^ v_/i X2/ 14^-*-^3 






-NHS(0)2- 


VIII IX X 

V xxx^ x^xj yx 


—1 1, s H ill icl J H 4 


V ^*^x X27 J v-'A A J 




-NHS(0)2- 


VTTI IX X 

V XXXj X.<Xj ^x 


—1 1. -* l~i 0 1 1 oC_ J n ^ 


V^^-*--^//3^— '-^ ■»-3 


-(CH2)5- 


-NHS(0)2- 


IX X 


-rCH->^-7CH=CHfCH9')^CH^ 

\V^XX2y />^xx ^^xxyN».'xx2/3>-'XXj} 


V^"^ — /3^^ 3 


-(CH9)5- 


-NHS(0)9- 


VTII TX X 

V XXXj X-XX.J ^x 


^v^xx2y ^^-^-^V -J 




V ^ — -^A/j 


-NHS(0)9- 


VTIT TX X 

V XXX J X^Xj ^x 


^\^xx2/5V^>->xx2v-^xx v^xxy2V^-^-^2/4^-*--*-3 






-lSfHSfO)9- 


VTTT TX X 

V XXXj X-/X5 


(^^x^xx2y5^^xx2*— 'XX v^xx^3x^xx2^-'XX3 


\^ v>x x^ /3 x^x xj 




-NHSfO)9- 


\^^^ tx x 




V, ■■•2/3 ■■•3 


-(CH2)5- 


-NHSfO^o- 


IX, X 




H 


-(CH2)20(CH2)2- 


-NHS(0)2- 


IX, X 


-(CH2)l2CH3 


H 


-(CH2)20(CH2)2- 


-NHS(0)2- 


IX, X 


-(CH2)l4CH3 


H 


-(CH2)20(CH2)2- 


-NHS(0)2- 


vin, IX, x 


-(CH2)i6CH3 


H 


-(CH2)20(CH2)2- 


-NHS(0)2- 


VIII, IX, x 


-(CH2)i8CH3 


H 


-(CH2)20(CH2)2- 


-NHS(0)2- 


IX, XI 


-(CH2)7CH=CH(CH2)5CH3 


H 


-(CH2)20(CH2)2- 


-NHS(0)2- 
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\/7TT TV V 




R 


-rpR'i'ioOrPHo'in- 




VTTT TV V 


_^r*TT«^^l'PR-.PR=PTT^o^'PRo^^PTT, 


R 


V\-'XX2^2^\.^-tX2^2 




VTTT TV V 




H 

XX 


V^xx2^2^V^-*-X272 


JL^XXUI V«r J2 


VTTT TV V 




R 

XX 


y^n.2)2^V-'^2)2 




TV V 


-^^ 1^112^10^113 


-PR-, 
^XX3 


-fPRn'i',OrPHi'»o- 
V X2y2^ V ■"■2/2 


JL ixxkjy v,/ j2 


TV V 

JUV, -A. 


/'p■H'^^,«PTT 
~V*-'-"-2h2*-^ll-3 


-PR^ 




i^Xikj^ v_/ /2 


TV V 


^r^pT ^ -PR 


-PRo 
"^XX3 


-f'PR','\oO<'PRn'io- 

- V, v-'XX2; 2^ V ^-^2>'2 


-'MRS^'O'i',- 
-i>)xiovv-'72 


\7"TTT TV V 


/"PR ^ ^PR 


-PR^ 
~\^XX3 


-^'PRn^nO^'PRn'i^- 


~i^xxkj\^v- ' /2 


\rrTT TV V 


(^PT-T^^,^PT-T, 


-PR, 


-^'pRo^nO^'pRn'^o- 


-i^xxov,\-/y2 


TV V 

lA, A. 


^PR ^ PR— PR/'PR "k^PR^ 


_PR^ 
^113 


-^pRo^nO/'pR^^^- 

V^^2/2^V^^2/2 


i^xxo^v./ /2 


\/TTT TV V 


-^^\^rl2^7^H — ^ilv^il2/ 7^113 


PR, 


-^PRo^^O^PR^^o- 

-\,v^xl.2^2^^^^2>F2- 


"•INXXO^ v-' ^2 


\/TTT TV V 

V ULl, 1 A, A 




-PR, 
"•^113 


-/'PR«^«0/'PR«'k«- 


"INXXO^V-^ ^2 


\7nT TV V 
Vlll, lA, A 


/T^TT ^ /'PTT PR— PR^ PR PR 


-PR, 


-^pR-,^-,^/'PR^^^- 


-TSIRS/'O^^- 
-iNn^>i,L7;2 


\7'TTT TV V 
Vili, iA, A 


/r^TT ^ /^r^TT r^TT— PTT^ /r^w ^ r^TT 


-PR-, 


-/'PR^^^O/'PR^'io- 
-^^ 1^X12^2^ V ^-LX2^2 


~iNXXO\^ w ^2 


TV V 

JLA, A 


-(^il2ho*-^JnL3 


PR,PR, 
-^XX2V-'XX3 


_/'PR«^^n/'PR«^,- 
-^\^ll2j2^V^ll2j2'' 


„TSjRQ/'n^o-. 


TV V 

lA, A. 


-(01l2;i2»-'ll3 


PR«PR. 
-v^xi2V^rl3 




_7vJRq/'0^o- 


TV V 

lA, A 


-(Uil2h4^J^3 


-V^JjL2v-'XX3 


-/ pR^^^n/'PR-,^,,- 

•"V^ll2j2'-^V*^ll2;2 


-TsTRSr^O'i^- 
""iNxio^^ w )2r 


\/TTT TV V 
V H Ij iA., A 


/r^Tjr \ r^TT 
-(1^112 jl6^Al3 


-PR,PR, 


-/'PRo^oO/'PRo'io- 


~i>xxoi 72 


\/TTT TV V 


fT^TT ^ PR 


-PR^PR, 
~\^X1.2^XX3 


-/'PRo'k-,OCPR^'i'»- 


A^xxo^v*' /2 


TV V 
lA, A 


/'PR ^ PR— PR/'PR ^-PR 
-V ^il2 ) 7^11 *-^lH, v_^ll2 J 5^113 


-PR^PR, 


-/'PR^'^-.O/'PRoV- 

-^^V^n2/2^V^^2J2 


•*i>xxov^^ /2 


\/TTT TV V 
V ill, 1 A, A 


^PR ^^PR^PR/'PR^^^PR., 


-PR^PR, 
v_/XX2^^XJ.3 


-^PRo'koOr'PRo^',- 


i>(xxlj^v_/ 72 


\/TTT TV V 
VJLXl, lA, A 


/'PR ^JCVf PR=PR^«/'PR«^^PR., 
-^\^ri2j6l*-'-"2^1^ *-^-nj2l^J^2M 


-PR^PR, 
"■v>'XX2V-/XX3 


-f'PRo^oO^PRo'k'*- 

-^v^XX2^2v-'V.v^XX2/2 


i.^xxij\^v/ 72 


VTTT TV V 
ViXl, lAj A 


rpR«^^/'PR^PR==PR'koPR.,PRo 


-PR^PR, 

v.'-L X2^^-*- -"-3 


V^xi272^ V^-'^2/2 


ji^xxu\^ w J2 


\/TTT TV V 
V ill, 1 A, A 


^'PR rPR-.PR=PR^.rPR„'i.PR^ 
-\\^rt2)2\\''^2^^ — V^xl J4\^\^£1.274^1J.3 


-PR^PRo 
v^xx2^-tX3 


-.^^pRo'io^^^PRo^^- 

-\\^n.2)2^y^'^2)2 


i^xxoi 72 


TV V 
lA, A 


/'PR "i.^PR* 


-fPR^'i^PR^ 
-^\-^xx2^2^""'3 


-^'PR^'ioOrCHo'io- 

V.^"-2/2^ V ^■*"'-2/2 


*"i>xx»jy^v-^ y2 


TV V 
lAj A 


/'PR^'^.-sPR, 


-fPR^'^oPR-, 
v>'XX2 ) 2 v-'XXs 


*- ^ ±2/2^ V ^ -'-2/ 2 




TV V 
lA, A 


^PR .PR« 
-V'^"^2714^-tl3 


-.rpRo'ioPR-, 


-rPRn'koD^'PRo'io- 


-•iNxxo^^w ^2 


TV V 
V 111} 1A^9 A 


/'PR-^,^PR« 
"1^112^16*^^3 


-fPR'.VPR'. 
V-^xi2 ) 2^-*^3 


-^'PRo'i'.Or'PRn'ii" 

- V. v--'XX2^2*^ V *^-'^2/2 


j.^xxuyv-/ /2 


\rrTT TV V 

V 111, 1j^5 


/'PT-T ^ ^PR. 


-^PRo^nPR-. 

v^'i ±2 /2 ^XX3 


-^'PRo'ioOi'PH'i'io- 

•'\\^ri.2)2^\^^2)2 


i.^xxkJ\_Vj^ 72^ 


lA, A. 


/'PR„^^PR=PR/'PT-T-,^^PR-, 


-rPRo'^^PRo 

V^J^2;2^-"-3 


V^XX2^ 2^ V ^■"■2/ 2 


JL^XXO^^V/ 72 


\/TTT TV V 
V ill, lA, A 


/'PR ^ PR~PR/'PR«'\«PR^ 
-V^rl2j7^J^ ^Jtll^lJ-2j7^1l3 


-/'PR^'^^PR^ 


-V^n2/2^V^-"-2^2 


i^xxo^w 72 


\/TTT TV V 
V ill, 1 A, A 


/'PR /"PR PR=PR^ /'PR,.^.PR, 


-/'PR^^-.PR, 

V^XX2 72^'''^3 


-/^PRo'k^O/'PR^'i^- 

-\^V-^Xl2^2^V^"-2^2 


""iNxxfcj^vw' y2 


\/TTT TV V 
V ill, lA, A 


/T^TT ^ /T^TT PRssPR'^ PR^PR^ 
-V»^rl2j6V*^il2^JrL==^irLj3L^ii 


-/'PR^^^PR-, 
-\^\>-'Xl2j2^lJ^3 


-/'PRo'k^O^'PR^'^^- 

"•V^^2^2^V^^2^2 


-iNxxo\^w72 


\/TTT TV V 
V ill, lA, A 


/'PR ^ /'PR PR=PR'\.rPR..^aPR, 
V.^rl2;2v^-'Ll2^^ ^----n- )4V^^l)4^^Z 


-/"PR^^^PRo 

-\^V_.Xl2^2^1^3 


- v_^xx2 / 2^ v. ^^2y 2 


**i>xxoi V-/ 72 


TV V 
JLA., 


-(^L.rl2; 10^113 


-PR«OPR«PR^ 
-v_xXJ.2^ >^XX2^XX3 


-/^PRn^nO/'PRn'k^- 


~i>ixxov^v/ 72 


TV V 

J-A, A 


/'PR ^ PR* 


-PR«nPR^PRo 

-Vw^JLi.2v-/V^Xl2^XX3 


-^'PR^^^O^'PR^^o- 


-i>xxo^v_/72 


TV V 
lA, A 


/'PR ^ .PR* 


-PR^OPR^PR^ 


-fPRn^oO/^PRn^^- 

l.^^272'^V*^"-2/2 


-i^jxxo^v^ 72 


\/TTT TV V 
Vlll, lAj A 


(f^Vt \ PR 


-PR^nPR^PR, 

- V-/XX2V-' v-'XX2 v-'X ±3 


-^PR^^^OfPRoV- 


i^xxoi V-' 72 


\/TTT TV V 
Vlll, 1A.J A 


rPR PR 


-PRoOPR^PR., 


-fPR^^oO^'CRo^o- 


■"ji^xxo^^ j2 


IV V 
lA, A 


/^PR A r'R=PR/'PR*^,PR-, 
-1,^11277^11 ^llV.*^ll2^5 ^113 


-PR^OPR^PRo 

"■\w/XX2 W ^_^XX2'^XJL3 


-rPRn'inDfPRn^'.- 
l^l^2^2^V^^2>^2 


-j.>xxo^ )2 


TV V 
V 111, lA, A 


/'PR*^^PR=PR/'PR*^-,PR^ 


-PR^nPR->PR-, 

±2*-^^— '-*--*-2^'-*"^3 


-^PRn^oD^PRo'^o- 

-^v_.xx2^2^\.*-'^2/2 


-NRSrO'io- 

ji^ixxkjiv v_/ /2 


A/TTT TV V 
V ill, lA, A 


/'PR*^ ^<'PR«PR=PR^«/'PR«^ ^PH^ 
-\ ^Il2j6l^ll-2^11 j2v^-"-2j4^11-3 


-PRoOPR^PRo 
"V-'XX2V^>»>xx2>-''XX3 


-\^^XX2^2^V.'^"272 


i^xxo^ V/ 72 


\/TTT TV V 
Vill, lA, A 


/'PR ^^rPR*PR=PR^.PR«PR* 


-PR^OPR^PR^ 

" v-'XX2v-/ v>'XX2 >-^X A3 


-fPR^'^oOr'PRo'k'.- 

^XX2 J 2*^ V ^^2/2 


i^xxo\^vy 72 


A/TTT TV V 
Vill, lA, A 


-/^PR^^^^PR^PR^PR'i ^rPR^'i ^PHo 


-PRoOPRoPR^ 
"v_'jnL2^— ' ^xx2^>->'-»- -»-3 


^\^XX2/2'^V*^^ ■'^2/2 


i'Hxxov,vy^2 


TV V 
JLA., W. 


/'PR*^.*PR- 


-rPR^'^^OPR, 
\_/XX2 J2^ ^■'^3 


l^^2^2^V^^2^2 


"iNxxo^vy 72 


TV V 


/'PR ^ PR 
-l^^2h2^J^3 


-/'PRo^^OPR, 


-i'PRo^-^O^PHo'i^- 
l^^2/2^V*^"^2^2 


-INXXO\^ V/ 72 


TY V 
lA, A 


-l^«L2Ji4*-^ll3 


-/'PR^'i^nPR, 


l^ll2/2^V^^2v'2 


-INXXiJ\^W^2 


\/TTT TV V 
Vlll, lA, A 


/^PR ^ r^TT 


/'PR«^,nPR, 
-V^\-'Xx2j2*-'^-"3 


-/^PR^'i^O/'PR^'io- 
~V ^^2/2*^1*^^2^2 


.XTRQ/'O'i-,- 

-lNXlO^W72 


\7TTT TV V 
Vlll, lA, A 




/'PR^'k^OPRo 


-/'pR.^^nrpRo^n- 


_-M-fTq/Q\ 

INXXO^^vy )2 


TX X 








-NHSrO)9- 


vm, IX, X 


-(CH2)7CH=CH(CH2)7CH3 


-(CH2)20CH3 


-(CH2)20(CH2)2- 


-NHS(0)2- 


VIII, IX, X 


-(CH2)6fCH2CH=CH)2(CH2)4CH3 


-(CH2)20CH3 


-(CH2)20(CH2)2- 


-NHSCOa- 


VIII, IX, X 


-(CH2)6(CH2CH=CH)3CH2CH3 


-(CH2)20CH3 


-(CH2)20(CH2)2- 


-NHS(0)2- 


VIII, IX, X 


-(CH2)2(CH2CH=CH)4(CH2)4CH3 


-(CH2)20CH3 


-(CH2)20(CH2)2- 


-NHS(0)2- 


IX, ]X 


-(CH2)ioCH3 


-(CH2)3CH3 


-(CH2)20(CH2)2- 


-NHS(0)2- 



-47- 



wo 2005/018555 



PCT/US2004/026157 



TV V 

JLA, 


-(dl2)l2^JLl3 


-l^V_/rl2j3^1l3 


-V^ll2j2^V^ll2j2" 


„TsJXTC/n^«- 
-INXTo^^V./ 72 






_/'^^TT-^-^'TT^ 

-\,^xl2j3V^JnL3 


-/'PTT»\»ri/'PW„^»_ 


JNTR^/'n^^- 
•"Psxlo^v^ 72 


\7TTT TV Y 


/"r^TT ^ r^TT 


-1^112 b^ll3 


-V^ll2;2^l^ll2/2- 


-IMXlo^V./ )2~ 


\7TTT TV V 


fr^tj ^ r'TT 


/'r^xT \ pxj 


"* V ^11272'^ V ^Xl2;2~ 


_TsJR<^I/'n^^- 
-inxjlo^v./ 72 


TV V 
JJv, A. 




''\\^sX2}2S^ri.3 


-^^L>tl2j2^V^^2j2- 


-iNric>i^uj2- 


\/TTT TV V 


•^y *^ll2 ) 7*-'Jnl — K^ri\K^tX2}7^^3 




fr^x4 ^ ^/'PTT«^« 

-l^ll2/2*-^V^^272~ 


-lNno\^w ^2" 


\/TTT TV V 


/T^TJ ^ fr^T-j r^TT— OTJ'^ /t^tt \ r^TT 


Cr^f-X \ r^XT 
"t, ^112/3^113 


/'PR ^ n^PR ^ 

-l^ll2;2^V^ll2;2- 


"^JR<^l/'p)^« 

-JlNXlO^vJ 72 


\7TTT TV V 




/r^TT /-ITT 

-i^C±l2^3^^1l3 


/"PR ^ pi/^pR ^ 

-(^L^ll2;2^l^ll2j2** 


•'r^xi\D\\j )2~ 


\/TTT TV V 
Villj lA, A 




/T^TT ^ r^TT 

-{(-.112)3^ i^h 


-l^ii2;2^v^i^J^2;2- 




\ nn TV V 
Vlll, lA, A 


1^112^10^1^3 


H 


/^PR ^ 
-(L^ll2j3- 


KTRP/'/^^TsJR 


\7TTT TV "V 

VIH, lA, A 


-(L.ll2h2^-tl3 


XT 


^pR ^ 
-1^112)3^ 


"MRP/'O^TsJR 


\ /TTT TV "V 

VIJU, lA, A 


//—ITT \ /— <TT 

-(L^rl2Jl4^Jtl3 


XJ 


"(^Xl2;3- 


Kixxc^frwisjxx 


\ 7TTT TV V 


-(L.ll2ji6<-1^3 


XT 


-(L.ii2;3- 


XTRP/'/^^XTR 


X 7"TTT TV V 

Vlll, lA, A 


-(L^rl2n8*-'Jtl3 


XT 


-(L.ll2j3- 


ATXJ^^/■0^7vTM 

-lNrxv_/(^vj jiNXl- 


T 7TTT TV V 

VJLll, lA, A 


-(Cn2)7UH— Crl(LyJbl2)5C£l3 


XT 
±1 


-(L^Jtl2)3- 


XTXj/-^/'r\^XTR 
-XNUi^^i^vJ JlNxl- 


"VTTTT TV V 

Vlll, IA5 A 


-((^ll2)7L'll^-'JtlVV^Xl2j7v_^ll3 


XT 
±1 


-I^li2j3- 


XTRP/'PlMsTTT 


X TTTT TV V 

Vlll, lA, A 




XJ 
11 


-(Cll2)3- 


XTtTP/T^MvJR 


\ /"TTT TV V 

Vlll, IA5 A 




XJ 


/pR ^ 




\ TTTT TV V 

Vill, lA, A 


-( CH2 )2(A-Jtl2L.H-CXi;4( L.ll2;4^ W.3 


±1 






\ 7TTT TV V 

Vlll, lA, A 


-V^ll2h0*-li3 


-1^x13 


/"PR ^ 

-l^ll2;3- 


"MRP/' /^^"MR 


\7TTT TV V 

Vlll, lA, A 


-(L.tl2; 12^113 


-^113 


/pR ^ 


TsJRP/'/^MMR 


\7TTT TV V 
Vill, lA, A 




-1^x13 


/'PR ^ 
-i^ll2j3- 


TsIRP/TiM^rR 


\7TTT TV V 
Vlll, lA, A 


-(L^ll2h6*-li3 


r'TT- 


/pXJ^N^_ 
~\^xl2;3- 


->jRP/^n'i>jR~ 


\7TTT TV V 
Vlll, lA, A 


-(<^rl2jlS^Al3 


-i^Xls 


^PR^'i^ 
-l^lJ-2j3- 


>JRP/' n'^lvjR- 


\7TTT TV V 
V lJULj JLyV) 


-(^-'n2j7*^li~^J^l>-'tL2^5^1l3 


r*TT 


-l^xi2;3- 


-TNjRP/'n'iTsJR- 


\ /TTT TV V 

Vlll, lA, A 


~(V^Jrl2j7^->i— L.Xl(i^rl2)7Ull3 


-I-/XI3 


/'PR ^ 
~l.'^ll2j3" 


TSTRP/Tl^TMR 


\ /TTT TV V 
Vlll, lA, A 




-<^Xl3 


^PR ^ 
-^.^Il2j3- 


"NTRP/'n'iMR 


\/TTT TV Y 
Vlll, lA, A 


-(1^112^61 ^Jtia^i^^^ ^31^112*^113 


-^Xl3 




-T<rRP/'n'^>JR- 


\7TTT TV V 

Vlll, lA, A 




-^113 


/'PR ^ 




\7TTT TV V 
Vlll, IA5 A 


-(^L.H2jlO^J^3 




-{y.i±2)3- 




\7TTT TV V 
Vlll, lA, A 


-(Lxii2; 12^x13 


r~*xj r^xT 

-V^xl2^xl3 


^PR ^ 
-1^11273- 


"NjRp/'n'\"KrR 


\ rrTT TV V 
Vill, lA, A 




-V^xl2^Xl3 


/"PR \ 


"NJRP/TVMSJR 


\ 7TTT TV V 
Vlll, lA, A 


-(L^ii2; 16^113 


-L^JCl2^-tl3 


-l*-'ll2;3- 


"NTRP /'f^'^TsTR 
-INJtlV^^^VJ 7iNJtl~ 


\ 7TTT TV V 
Vlll, lA, A 


-^^1^112; 18*^113 


r^T-T r^XX 
-i^Xl2dl3 


/'PR \ 

-l*-ii2;3- 


XTRP/'/^^TsJR 


\7TTT TV V 
Vlll, lA, A 


-^L^rl2 j7L'n--V-/rl^^rl2^5*^xl3 


-i^Xl2V^Xl3 


^pR ^ 


"MRP/Tl^TsTR 


T TTTT TV V 

Vlll, lA, A 


-(i^n2)7L>rrL=H^nf^Lyrl2j7V^xl3 


-V^rl2^Xl3 


/PR \ 
H^ll2^3- 


'MRP/'/^^XTR 


\ /TTT TV V 
Vlll, lA, A 


-(Cll2)6C*-'-tl2Crl— L^jl ;2V^ll-2 j4^JnL3 


r^xx r^T-T 

-L^ll2<^ll3 


/'PR ^ 
-l^ii2;3- 


XTRP/'Pl^XTR 


X /"TTT TV V 
Vlll, lA, A 


-(L^JnL2 j6l^J^2^Jtl— L^ll ^30112^x13 


-L/rl2^ii3 


/'PR \ 
-(^Il2i3- 


XTRP/'/^^XTR 


\7TTT TV V 

Vlll, lA, A 


-•(i^tL2 j2v y~^tl2^ri—\^xi)4{s^3n,2M^rl3 


oxT r^xx 
-L^rl2v-'Jnl3 


/"pR ^ 

-1^1^273- 


7vJRP/n^>JR 


\ ATTT TV V 
Vlll, lA, A 


~(^\^ll2j 10^113 


-(^<^ll2j2^1l3 


/'PR 
-1^^11273- 


"NJRP/'O^TSJR 


X /TTT TV V 
Vlll, lA, A 


-{\^tX2)i2^^3 




/"PR ^- 


isjRp/'n'^xrR 


X/TTT TV V 

Vill, lAj A 


//^TT N r^TT 
- 1^ ^rl2 J 1 4 3 


-(V_.ll2;2^1l3 


-V'-'ll273- 


-KTRP/'PI^XTR 


\/TTT TV V 

V 111, lA, A 




-t^ll2j2^^3 


/'PR ^ 
"1^112^3- 


TSTRP/'n'iTsJR 

-rNXlv^^^w JIN XI- 


x/TTT TV V 

Vlll, lA, A 


-(^W2;i8<-^-rl3 


-i^V^l:l2^2*-^ll-3 


_/'PT-T«^-,- 
-V^ll2/3" 


-XTRP/'n^TvJR 


'\7'TTT TV V 
Vlll, lA, A 


-(i-^n2J7*^Xl""^Xl(,L^ll2j5*-'ll3 


rr^xx \ c*xj 
-^L^Xl2j2^1l3 


/'PR ^ 


TsJRP/'n'^TsJR 


\/TTT TV V 
Vlll, lA, A 


-(<^rl2j7L^ll--L^rl^,Orl2j7^11-3 




/'PR ^ 


TSJRP/'n^'MR 


"\ /TTT TV V 
Vlll, lA, A 


-(^'112)61 Ull j2V*-'Xl2 j4^J^3 


-(<^±l2;2^1l3 


/'PR ^ 


'MRP/' Pl"\ATR 
-IN rl\^ [\J)i\ Xl- 


\ /TTT TV V 

V 111, 1 A, A 


-(^^11,2 ;6l^Xl2^^Jtl— L^Xl ^3LxXl2<^Jtl3 


rr^rx \ r^xr 


/'PR "\ 


"MRPZ/^^XTR 


x/TTT TV V 

Vlll, lA, A 


-(L^rl2j2lv^J^2'-'-"^~^-*^j4l*>-'X^^ 


/'/-^XT ^ r^TT 
-1*^112^2^113 


-I^ll2j3- 


"MRP/TinsTR 


VTTT TV V 


-^^n2^ iQi^ns 




-^PRo'i,- 
V^AX273 


-ISTHP/TiMsrH- 


VIII, IX, X 


-(CH2)i2CH3 


-CH2OCH2CH3 


-(CH2)3- 


-MHC(0)NH- 


VIII, IX, X 


-(CH2)l4CH3 


-CH2OCH2CH3 


-(CH2)3- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)i6CH3 


-CH2OCH2CH3 


-(CH2)3- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)i8CH3 


-CH2OCH2CH3 


-(CH2)3- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)7CH=CH(CH2)5CH3 


-CH2OCH2CH3 


-(CH2)3- 


-NHC(0)NH- 
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VTTT TV V 


-yy^sri.2J7^^^ ^-lx^v^xx2^7^"3 


\_^x A2 ^— ' v^x xv v^x x_3 




-NHCrONH- 


VTTT T>f X 




-CH^OCHt»CH^ 

v.i'jL jk2^^ 0 




-NHC(0)NH- 


VTTT TV V 


-fr'T^.'^^rnR'iC'fr=rTrir»CHoCH-j 


\>^X X2 V^X X JL JL j 




-NHCfONH- 


VTTT TV V 


-^^xX2/2\^-'--*-2^^-*"*' Ay4\^-'"*'2/4^-*"*'3 


-CH^OCH^CH-i 




-NHCfO)NH- 


VTTT TV V 




\ N-'X X2^2^ -"-o 




~NHCfO)NH- 


VTTT TV V 




-rCHoloOCH^ 




-NHC(0)NH- 


VTTT TV V 
V 111, xyv, -A. 


*^XX2^ 14^x13 


\--x X2^2^ -^-S 




-NHCfONH- 


VTTT TV V 


-^^\^XX2^ l6^lJ-3 


-fPHo'loOPH^ 

V ■*-2 ^2 ^ -^3 


—I I ^ H l'a•- 


-NHCfONH- 


VTTT TV V 


112/ 18^1^3 


\^ vx X2y 2 ■^•S 




-NHCfO)NH- 


\^TTT TV V 
V ill, lyv, vv 


/^pTT^\^PH=PTTf PTT^"^ cPH-» 
-V^V„^xx2/7^lx ^xx^^xX2^5>wXl3 




V^-*-'-273 


-NHCfONH- 


VTTT TV V 


— ^ v^jx2_/7>"'Xi \^xx\^ v^xx2^7>-'XX3 


\ v-'X ±2 /2 -*-3 


V^-*--*-2/3 


-NHCfONH- 

Ja — JL \ / JL 1 JL JL 


\rm TV V 


/'PTT^'^ ^rPTT«PR=PTT'*«rPTT«^ xPTTo 


-•^v^j:x2_/2^^x:x3 


V>-'XX2y3 


-NHCCO^NH" 

*m ^XX^w/\ fX 


\7TTT TV V 


/'PR.^^^'PTT^PTT=PTT^-, PTT^PTT^ 


-y^ v^x X2y2^^-*- ■'■S 


\^-*--"-2/3 


-NHCfONH- 

JL ^ JL JL \ N— ^ J ^ 1 JL JL 


\7TTT TV V 


r PTT^^^ PTT. PTT=PTT^ ^ /'PTT^^ ^ PTT-, 
-^^^^jnL2 )2\^xX2^'^ v^xx J4\^V-'XX2^4V-'X13 


\w'XX2y2^^-*-'-3 


\^xx.2)2, 


-NHCrOlNH- 


\/TTT TV V 
V ill, i-eTt-y -/v 




V^XX2y3v>xx3 


\^xX212i 


-NHCrOINH- 


VTTT TV V 

Vlll, liV, 


-^PTT^'^,-,PR, 

"V^ll2^ 12^113 


V '^■L -1-2/3 -*-3 


\^^-'-2/3 


-NHCfONH- 


\nJT TV V 
V 111, 1j\., -A. 


^PR«^,.PTT^ 


-^PHo^aPTI^ 

\^xx2^3v^xi3 


V^J"*-2/3 


-NHCf^ONH- 


VTTT TV V 


/'PR-,^.^PR, 
-V^xi2>> 16^113 


X2/3 J"*-3 




-NHCfONH- 


VTTT TV V 
V 111> I-A.5 


-r^PRo^.oPRo 






-NHCeO^NH- 

X » Jk Jk 1 ^ r F JL ^ JL JL 


VTTT TV V 


-^PRo^-,PH=PH/'PHn'^cPHa 


\.^x X2^3^-'- -»-3 




-NHCfONH- 

>JL > JL Jk \ ' 


\7'TTT TV V 
V 111, I-A.5 JS, 


\^PH=PH/'PHo^'7PH'. 
-^\^rx2^7V_/XX v^xx^v>'XX2y7^-''"*-3 


V^-'--*-2>'3'«^-'--'-3 




-NHCfOlNH- 

^ 1 -L -A- >^ I f ^ ^ JL JL 


VTTT TV V 
V 111, J-Ak.? -/v 


-r'PR^^^rPHoPTT=CH^nrCH'>'i^CHo 






-NHCfO)NH- 


VTTT TV V 

Y XXX, XYV, 


-('PRo'»^rPR',PR=CH'i,CH'>CH^ 

yv-'XX2^6Vv^xx2v-'XX \^x^^3V-'XJ.2^J--*-3 


\ v^x X2 / 3 v^x X3 




-NHC(0)NH- 


VTTT TV V 

V 111, 1^5 -A. 


-/^PRn VrPR'.PH=PT1^^ rPTT '^'i.^ PH^ 
— ^\_^xX272v^-'-^2^xx ^xxy4v^-*-"''2y4^-''''''-3 


\^v^xx273V-^xx3 


\^-'--*-2/3 


-NHCfONH- 

JL T JL JL I f -L » -A. 


VTTT TV V 


\.^Xl2/ lO^-'^S 


H 




-NHC(0)NH- 


VTTT TV V 
V XIX, xyv, ./V 


1^1x2^12^x13 


H 




-NHC(0)]SIH- 

^> ^4JLWL^L^% » 


VTTT TV V 
V ixx, xyv., -/V 


-/^PRo^i.PR^ 

V^^2^14*-'J^3 


H 

X -X- 


-(CH9)4- 


-NHC(0)NH- 


VTTT TV V 

V JLIX, XyV.^ .A. 


-^\^XX2jl6^xx3 


H 

XX 


V^-'--*-2/4 


-NHCfOINH- 

JL ^ JL JL \ J ^ ^ ^L 


VTTT TV V 

V ilJ., 1-^ -A 


V^ll2jlS^ll3 


H 




-NHCrO)NH- 

^ ^JkJk^a^\ J pX. ^^A^Jk. 


VTTT TV V 

V XXX, XyV, -fV 


_/pH^^^nTT=PHf PHn VCHit 

\^v^xx2y7^i-*- ^i-*-V^-*--'-2/5^-*-*-3 


H 




-NHC(0)NH- 


VTTT TV V 

V 111, 1-A., -A 


-^PR^'^-rPH=PRfPHn'k-,PTT^ 

-^^\^XX2^7"^XX- v^xi^v^xx2^7V-'XX3 


H 

XX 


V,^-*--'-2/4 


-NHCfONH- 


VTTT TV V 

V IXX, J^A., U\. 


-/'PH,'k^fPH^PH=CH'iorCH',^.iCH^ 


H 

XX 




-NHCCO)NH- 

i» 1 JL ^L ^^^^^ #JL — JL 


VTTT TV V 
V 111, l-A-5 -A. 


~VV-'XX2^6l,^XX2^xx v^xx^3V^xx2^-^xx3 


H 

XX 


V^-'--'-274 


-NHCCOINH- 


VTTT TV V 

V 111, l-A., -A. 


^PR,,^^ rPR^PR=PR^ ( PR^'i A PH^ 
-\y^n.2/2\^^2^*^ *-'Xi^4v*-'XX2y4V_'XX3 


TT 




-NHCfOlNH- 

X ^ X X 1 JX ^xx. 


X/TTT TV V 


-^PR^^.rvPR-, 






-NHCfOINH- 

X ^ X X v,i/y ^— ' IX ^ xjL 


VTTT TV V 

V 111, 1-A., -A- 


-^PR«^,^PR, 
1^x12^12^x13 






-NHCfOlNH- 


VTTT TV V 

V 111, 1^5 -A 


-^'PR<.'^,^PR, 


^xx3 


V^-"--*-2/4 


-NHCfONH- 


VTTT TV V 


rPR^^,^PR, 
-1.^112 J 16v^xl3 


^xx3 


\^^-*^2/4 


-NHCrONH- 

X ^ X X V.h'I Vh' IX ^ XX 


VTTT TV V 
Vlll, 1^, 


-rpRo^.oPR, 

\^^2) 18^^113 


-CH^ 


\Vi«'XX2/4 


-NHC(0)NH- 

X ~JLJL^fc*'^ ~ ^L Jk 


VTTT TV V 

V IXX, X-A., W 


-rPHo'i-,PTT=PHr'PRo^cPH^ 

-^v_xXX2/7^n '^i-'-'v^i-*-2/5^-^-*-3 


-CH^ 

v^xx3 


\^^-*--*-2/4 


-NHC(0)NH- 


VTTT TV V 

V XXX, XJ\~y .^v. 


-rPRo^-7PR=PHrPH'>'i-7CH^ 

'XX2y7^xx v^xxy^v-'XX2/7^-*--*-3 




-(CH'))4- 

\^^-*--*-zy4 


-NHCfONH- 

JL > JL *JL ^1 !■* \ / wL ^ JL JL 


VTTT TV V 


~V^XX.2 y6v^-'^2^*X. xy2v^^-'-2/4^-* ^3 


Vrf'xxg 


\^**Z/4 


-NHC(0)NH- 

^ ^i^L^k^L^% f JL ^ JL 


VTTT TV V 
V XXX, x-/\., yv 


-.rPRo'i^rPR^PR=PH'i^PTToPH^ 

-\^\^xi2 ^6^^ V>XX2^-'XX. v^x x^3V^xx2V-'XX3 






-NHC(0)NH- 


VTTT TV V 
V XXX, xyv, y\. 


-fPR^VrPR',PH=CH'i^rCH'>'iACHQ 

v^xx2^2v^"*'-''"2^'*"'' ^XJL j/[\\^xx2J4'^^xi.'^ 




-(0110)4- 


-NHC(0)NH- 


VTTT TV V 

V 111, l-A., ^ 


-fPR^'^i^PR', 


V^X X2 wX X3 


-fCH9)4- 
\^-*-*-2/4 


-NHCfONH- 

^ ~ JL ^L / -X. ^ ^ -A. 


VTTT TV V 

V 1X1, 1^5 -A 


-fPRo'^.^PRo 
V,v^xx2^ 12^xa3 


v.'X X2 v-'X X3 




-NHCfOlNH- 


VTTT TV V 

V 111, X^Vj -A 


-f'PR^^,^PR^ 
-\^\^XX27 14^^XX3 


v^xx2^-'XX3 


\^^-*-2/4 


-NHCfONH- 


VTTT TV V 

V IXX, l^A.} -A. 


-rpR«^,^pR, 


*^xx2^^-*^3 


-CCHo^A- 


-NHCfONH- 


VTTT TV V 
Vlll, Xy\~y -A 


-/'PR^^^oPR-, 
-^^^n27 18^x13 


v_^i. j.2^'XX3 


v^'*--*-2/4 


-NHCCONH- 


VIII IX X 


-fCH.)7CH=CH(CH2)5CH3 


-CH2CH3 


~( 01x2)4- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)7CH=CH(CH2)7CH3 


-CH2CH3 


-(CH2)4- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)6(CH2CH=CH)2(CH2)4CH3 


-CH2CH3 


-(CH2)4- 


-NHC(0)NH- 


VIII, IX, X 


-{CH2)6(CH2CH=CH)3CH2CH3 


-CH2CH3 


-(CH2)4- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)2(CH2CH=CH)4(CH2)4CH3 


-CH2CH3 


-(CH2)4- 


-NHC(0)NH- 


vm, IX, X 


-(CH2)ioCH3 


-(012)2^113 


-(CH2)4- 


-NHC(0)NH- 
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VTTT TV 'Y 




-rcRo^oCH^ 

V ■I-2 / 2 -*-3 


-fCH-,)^- 


-NHCfOINH- 


VTTT TV V 


^\ v-/ri.2; 14^1:1.3 


V.^-*^2/2^-*"'-3 




-NHCrONH- 


VTTT TV V 




\^ v-'i \.'X)'2y^M. X3 




-NHCfONH- 


VTTT TV V 




^ J- ^2/ 2 ^-"^ -^'S 




-NHCfONH- 


VTTT TV V 




\ v^x X2 /z^-"' -^3 


-('CH9V- 


-NHCfONH- 

X. 1 JL -X. 1 f JL. 1 JU 


VTTT TV V 




\ -«-2 / Z^-*- -'-3 




-NHCfONH- 


VTTT TV V 




V ^ A J-2 / 2 ^-*-^3 


^^•"■•■■2/4 


-NHCfONH- 


VTTT TV V 


^^^'Ho^^^^TT.PF^=^TTV PTT^rHo 


-.rPRn'iiPHa 


\^v-'xx274 


-NHCfONH- 


VTTT TV V 




V. viX2y2^'*--'-3 




-NHCCONH- 


\mi TV V 

V ill, USl., -A. 


-(.^112^10^X13 


-PR^OPRoPRo 


\^-*-*-2/4 


-NHCCONH- 


X/TTT TV V 
VIII5 1^5 -A. 


-V^^2yi2^^3 


-PRoOPR^PR^ 


V^-*"*-2/4 


-NHCCONH- 






^RnOPRoPR^ 


V^-»--'-2y4 


-NHCCO^NH- 


\rTTT TV" V 
Vlll, Ijtv, -A 


/■PTT ^ ^PTT 
-^«^ll2;iG*--n3 


-PR^OPRoPR, 

"*^^xjL2'^^-^-''--''-2^^-*--*-3 


\^'±X2J4 


-NHCCO'iNH- 


\rrTT TV "V 


/T^TT N PTT 


-PRoOPR^PR^ 
-v_^xx2v>'V^±A2^-»--'-3 




-NHPrO'iNH- 


\/TTT TY V 
Vlll, 1^, -A. 


(CVi \ PIT— PTT/'PTT^^^PTT-, 
V-^rl2^7v^xl— V^xlV,^-'nL2j5^-'XX3 


-PRoOPR^PR, 


^y\^xx2J4. 


-NHCrO'lNH- 


\/"TTT TV V 
Vlll, LAl, 


/'PPT^^,PTT=^TT/'PTT«'^-,PTT-, 
- ^ v^rl2 ) 7 v^Xl ^11^ ^^"2 ) 7^-tX3 


-PRoDPRn PR^ 




-NHCfCiNH- 


\rrTT TV V 

Vill, lA., JS. 


/'PTT ^ /'PTT PR=PTT^^/'PTT«^.PTT-. 
-(^1_/Xl2 j6V^Jtl2*^'lJ^ j2V V-'il2M^J^3 


-PR^OPRoPR, 
~v_^xX2 V-/ wXX2^-d3 


.CPH^V- 

\\^XX2J4. 


-NHCrO'iNH- 

J. iXXV-*! V-/ IX ^XX 


VTTT TV V 
Vlll, 1-A., JSi. 


/'PT^ -.^ ^ /'PTT, PTT=PTT^ PM^ PTT, 


-PRoOPRoPRc. 

" v^x X2^— ' X2 V-^'X X3 


V^-'"'-2/4 


-NHCCO^NH- 


X/'TTT TV V 
V ill, 1^3 vV 


rPTT /'PR.PTT=PTT^^r'PRn^^PTT^ 
-\^^ri2^2v^-^2^-''^ v^xx ^4\^\.^xx2^4^-^3 


-PRnOPH-^PRo 


^v^xx2/4 


-NHCCO'iNH- 


XT'TTT TV V 
V ill, i-A-5 -A 


/'PTT«^.,^PTT-, 


-rPRo'loOPRo 




-NHCfO'lNH- 


\nJT TV V 
V ill, lA, -A 


/'PTT^^.^PTT. 
-lv^^2jl2^J^3 


-rPRo'^'.OCRa 


\\^xx2j4. 


-NHCrO'lNH- 


\/TTT TV V 
V ill, lyv, JS~ 


-i^L^JCl2^14^J^3 




\y^xx2J4. 


-NHCrOlNH- 

X ^XX^^l Xm^ ffX ^xx 


VTTT TV V 
VliX, lyv, -A- 


-.rPRn^.^PR^ 


V^-"-2 /2^^^''-3 


y\-yxx2j4 


-NHCfO'lNH- 


\7TTT TV V 
Viil, lA., 


/'PR,^,«PR. 


-rPHo^oOPRt, 

V. ^XX2;2^ v^J^3 


v^-'"*-2/4 


-NHCrONH- 

X ^xxv-yy jx ^-i--jL 


VTTT TV V 


-^^PR,'^-,PR=PR^'PRo^*rCH'. 






-NHCfO^NH- 


Vlll TV V 
Vlll, ly\.5 -A. 


-rPR^*^-,PH=PH/'PHo'i'7PR-. 
~^\_^XX2^7v-*xi v_/XX\^\-'Xx2/7^-*^3 




-(Ci■h^A- 

\ ^— -'^2/4 


-NHCfOlNH- 


VTTT TV V 

V JULi, -LA., -A 


-<'PR.^^rPR^PR=PR^o/'PRo^^PHo 


V, ^-LX2/2^ -'-3 


V^xx2y4 


-NHCfOlNH- 


VTTT TV V 

Vlll, IvA., J\. 


-rpR,^^r^PRoPH=PRVPRoPH^ 
- ^ v^xi2 /6 V >-'XX2 v^xx ix^ 3 ^-/■XX2 1.3 


^ \^xx2^2^ -*-3 


\y^xx2J4 


-NHCfOlNH- 


Vlll 1 Y V 
V ill, 17V, ^ 


rPT-T ^ rPR.PR=PR^.rPR^^^PHo 


-f^PR'.'ioOPH'i 


yy^xx2j4 


-NHCfONH- 

X ~XX^-^l V-^ ^x ^xx 


\7'TTT TV V 
V ill, 1-A., J\. 


r^PR^^.^PR^ 




\K^xx2J4 


-NHCrOlNH- 


\7TTT TV V 

V ill, lyv, -A 


-1^*^1x2^12^x13 


-rPRo'i^PH^ 

~V ^XX2^ s^-L -*-3 


-(CR'^^A- 

\^xx2j4 


-NHCrO^NH- 


\/TTT TV V 
V ill, xJS^. J\. 


(CVi \,.PRo 
-I^il2ii4^-n.3 


— \^xX2. /3^'*- *3 


-^v^xx2/4 


-NHCCO'INH- 

X ^XX^^\ fX ^xx 


\/TTT TV V 
Viil, i-A-5 -A 


fPR ^.^PR, 

-lv^xi2; 16^x13 


-rpR-^^c-PRo 

-^\^rX2^3V^XX3 


\^XX2J4 


-NHCCOINH- 


\7TTT TV V 
V ill, 1^5 -A 


/'PR ^,„PR, 
-\^da2^ 18^1x3 


-rPRo'ioCRo 


"(CRn^A- 
\\^XX2J4 


-NHCCOINH- 

X ^XX^^l JJl ^xx 


\/TTT TV V 
Vli-I^ lySi., j\. 


/'PR«^«PR=PR^'PR«^^PR^ 


''\\^xx2J3^xx^ 


\^*-^2J4 


X ^XX^Mf'l J ^ ^ JLJL 


\77TT TV V 
Vill, 1-A., JS^ 


rPR.^-,PR=PR/'PRo'^^PR, 


^ wx X2^3^-*- -"-S 


V^-'--'-2/4 


-NHCrO'lNH- 

X ^ X X X^^* * \^ J X T X X 


^/TTT TV V 
V ill, i-A., -A 


/'PRo^^/'PR^PR=PR^orPR^'i^PHo 
- V ^-^.2 V-'1X2 v^ll ^XX J2I, ^XX2^4V^XX3 


-rpR'>'>^PH^ 


-(CRn^A- 
\^XX2J4 


-NHCCO^NH- 

X ^XXX^l /X ^^x 


\TW\ TV V 
Vlll, Uv, JV 


/'PR^'^ ,/'PR-,PR=PR^- PR^PR^ 

-y^\^Xl2 j6l ^Xl2^-'ll— v^Xl J3V-^XX2^XX3 


-fPR'^'i^PHo 
"V^XX2^3V^XX3 


\^\^'XX2J4 


-NHCrO^NH- 

X ^XXV^l \^ /X ^xx 


VTTT TV V 
VIII5 JJV, j\. 


/'PR^^^/'PR.PR=PR^ w'PR^^ <PR, 
-\^^xX2j2V^-'^2^-n. v.^rx;4i^v..^rx2^4V-'i:x3 


-fPHo'^^CH, 

V,^-n-2/3^-'^^3 


-(CRn)A- 


-NHCCO'iNH- 

X ^ XX^«^l /X ^xx 


VTTT TV V 
V ill, iAj -A 


-l^-ti2jiov-n.3 


TT 

XX 


-(CRn)'^- 


-NHCrO'lNH- 

X ^XXX_/% >w/^ fX ^Jk JL 


VTTT TV V 

V 111, i-A., 


-/'PR^^,«pR, 

V ^XX2 ) 1 2^'XX3 


R 

XX 


\\^XX2J5 


-NHCfONH- 


\T^w TV V 

V iii, i^, -A 


-f'PR^^,^pR, 


H 

XX 


-(CR'i)'!- 

\\^xx2J5 


-NHCfO^NH- 


VTTT TV V 

V ill, A-A., -A 


VPR.'^t^PR, 

-I, vvXX2J 16^X13 


H 

XX 


-(CRo)'i- 


-NHCfO^NH- 

X txx^i/\ jx ^XX 


VTTT TV V 

V ill, lySk., -A 


-^PRn^toPR^^ 


R 

XX 


v^'*-^2/5 


-NHCfONH- 


A/TTT TV V 
Vlll, i-A^, -A. 


-rPR*'^^R=PR/'PR-,^irPR, 

-^^^XX2^7^1J- v-'XX^^^XX2/5^"3 


H 

XX 


V>-'XX2y5 


-NHCrO^NH- 

X ^XX^i'V J±. ixx 


\/TTT TV V 
V ill, i-A., -A. 


/^PR^^^PM— PR/'PRo^^PRo 


R 

XX 


-(CRo)^- 

-*"2/5 


-NHCrO)NH- 


A/TTT TV V 
V 111, 1_A., -A 


-f PR^"^ ^rPR.^PR=PR'^nrPR^'> A CW-y 
~\\^XX2)^^i:\.'^rL ^xi^2v^-'^2M^-'^3 


R 

XX 


-(CRo^'^- 


-NHCYOINH- 

X ~ X X V-^ \ /X ^ X X 


A/TTT TV V 
Vlll, XJ^f -A. 


rPR^'k ^PR«PR=PR'k, PR^PR, 


H 

XX 


\^'-^2J5 


-NHCCO'INH- 


\/TTT TV V 
Vlll, 1-A., -A. 


-/'PR«'^<,^PR«PR=PR^ ^rPRo^ . PRo 
-^^ 1^X1.2 J2\*^-*^2^XX v^xx ^4\^ v^xx2M^ 


R 

X X 


UCRn^<'' 

\^xx2j5 


-NHCCCiNH- 

X ^XX\^l \^ JX 


VIII rx X 


— ( C y H T 1 1 Av ^ri'a 


-CH3 


-(CH2)5- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)l2CH3 


-CH3 


-(CH2)5- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)l4CH3 


-CH3 


-(CH2)s- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)i6CH3 


-CH3 


-(CH2)5- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)l8CH3 


-CH3 


-(CH2)5- 


-NHC(0)NH- 


Vffl, IX, X 


-(CH2)7CH=CH(CH2)5CH3 


-CH3 


-(CH2)s- 


-]SIHC(0)NH- 
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VTTT TV V 
V 1x1, J-A., y\. 


/'r'TT.'i-,PTT=PR/^rRn^-,PTT^ 


-PR^ 

»wXX3 


V>^ii2/5 


-NHCrO'lNH- 


VTTT TTT V 




v^xx.3 


V>^xx2/5 


-NHCCO'INH- 


VTTT Tlif V 

V 111, 1J\., -A. 




^XX3 




-NHCCO'iNH- 

X ^ X X>— 'I >^ /X tX X 


VTTT TV V 

V lllj l^'V, JS. 


-rPTTo'>^rPTToPT^=PTT'k>,rPTT.^.PTTo 


'XX3 


\^^^2J5 


-NHCrOINH- 


VTTT TV V 
V lHj lyV, ./\. 




X-'X X2 v_/X X3 


V.^J^J-275 


X>XX»w>'l V_/ fi IXX 


VTTT TV V 

V III9 l-A., 


~rPTT«^,^PTT. 


V_-X ±9 ^^'X X3 


-fPH'.'ic- 


-NRCrO'lNH- 

X ^ XX>w'\^V«<' f± iXX 


VTTT TV V 

V 111, 1^5 -A. 


-^PR^.'^^.PTT^ 


~ \^x X2 V-'X X3 


V ^112^5 


-NHCrO'iNH- 

X^XXV— <'V /X^XX 


VTTT TV V 

V 111, I-A5 J\. 


rnVTA , ^PR. 


-PRoPRo 

•* V-'X X2 ^1 X3 


^fPH^V. 

V^^2>^5 




VTTT TV V 
V ill, 1^5 w 


rpR^V.PR. 


-PRoPR, 
v^xx2 Vw jrx.3 


-('PHo'ic- 
-^V^XX2^5 




VTTT TV V 
V 111, lA., J\. 


( PR^'i ,PR=PR^'PR«^ ^PR^ 


-PR-^PR-, 
V-^X X2 >wX X3 


-("PRo'lc- 
V^^2^5 


X^XXV^^V-' 7-'-^-*--*- 


\/TTT TV V 
V 111, 1-A., -A. 


rPR ^ PR=PRrPR^'i^PR-, 


-PRoPR^ 

v^Xji2^H3 


-('PRo'ic- 

1^11-2^5 


-■NrHP<'0')NR- 


VTTT TV V 
Vlli, J-A., -A. 


/T'TT-^^^'PR^PR=PR^«.^PR«^ >PR-, 


-PR^PR- 
~ v_'XJL2^xx3 


-^^PHn'ic- 
\^"-2j5- 


-TsTRP^'O^MR- 


\rrTT TV V 

Vlll, l-A, Jv 


/"PR ^ fPR PW=PR^ PR PR 


-PR«PR^ 
~V^XX2V^XX3 


-^PR^'^ir- 

~^.^xl.2^5- 






fCT^ ^ rr'TT PR^PR'^.^PR ^.PR« 
*^rl2j2v v>Xl2^Jtl— ^^11 j4^^*.^i:l2^4^JnL3 


-PR^PR-, 
^xX2v^xx3 


-/'PRo'ic- 


-ISTRPr'OMSrR- 


\7TTT TV V 


/'PTT ^ PTT 


-rPR^^^PR- 
-l,^^Xl2;2^il3 


"1^11275 


-TMRP/'n'lTsJR- 


\7TTT "ry Y 
Vlll, lA, A. 


rPR^\,«PR« 


-fPR-^^^PR. 


-^PR^^^- 


-NRPfO'lNR- 

J.>XX\_/V V_/ /1>XX 


\rrTT TV V 
Vill, lA, A. 


rr^TT ^ PTT 


"V ^112^2^11-3 


-/^PRo^^- 
V^^2J5 


XNXXV^l jl^XX" 


VTTT TV V 
V ill, IA5 A 


/'PR PR 


-f'PR-^'^-^PR^ 


-rPR^^=- 

"l*^iJ-2/5 


-NRPfO^NR- 


^ATTT TV V 
V ill, lA. A 


i^r^TT ^ PR^ 
18^113 


-/'PR^^^PR-, 


-rPR','^^- 




VTTT TV V 
V 111, 1^3 VV 


rpR ^-,PR=PRrPR^'i^PR-, 


-/'PR^VPR, 


\^^2J5 


X^iXV.'\_V-' yx^xx" 


VTTT TV V 
V 111, IA3 A. 


/'PR^^-.PR=PRrPR^^-,PR-> 
-^^v^n2j7^ri K^n\y-^iiL2)7^J^3 


-fPR^'i^PRo 


-rPR-.'ic- 
-W^MrL2j5 


-NHCrO'lNH- 

X>XXV^I yX>XX 


VTTT TV V 
Vlll, lA., A 


/'PR«^^rPR^PR=PR'i«f PR^'i ^PR-, 


-rPR->VPR, 




X^XXV^ry^^u/ yX^XX 


VTTT TV V 

V 111, IA.5 -A 


-rPRn'i^rPR^PH^PR'i^PR^PR^ 


V^-tx.2/2^-"-3 


\^'^2J5 


-NHCCO')NH- 


A/TTT TV V 

V ill, IA5 A 


rPTT.,^«rPR^PR=PR^ ^rPR^^ ^PR^ 


-fPR'>^'>PH, 


-fPH^"^*:- 

\^'^2J5 




VTTT TV V 

V IH9 lA, .A. 




-CR^OCH-,CHo 

v-^XA2^*^^-'-'''~2^^ 3 


yK^^X2J5 


-NHCCOWH- 


VTTT TV V 

V III9 lAj .A 


-rpR^^,^PR, 
-V^ii2jl2^-tX3 


-PHoOPTT-iPTT^ 

v^x X2 v^x ±2^-'- -*-3 


„('PH^v_ 


-NHCfO'iNH- 


VTTT TV V 

V 111, lA, -A 


/"PR^^wPR^ 


-PRnOPRnPRo 

"V—'XXT V^A J.2\--^XX3 


-fPRo'kc- 


-NHCrO'lNH- 

\^ /±^xx_ 


VTTT TV V 
V III9 lA., A 


/"PR^^.^PR-, 


-PHnOPTT'.PHo 

"V^xx2v-' v_/XX2 wXX3 


-\v^i~^2/5 


X>XXV_/^V-/ yj.^xx 


VTTT TV V 

V ill, lAj A 


rPR.^^.PRo 


-PRnOPHoPR, 


-fPHo'ic- 


X^XXV^\_v^ _^x^xx 


VTTT TV V 

V 111} 1A.J -A 


-/'PR.^',PH=PRrPR'»^*:PRo 


-PRnOPH-^PR^ 

^✓xx2 w wx X2'^xx3 


\^^2/5 


-NHCCO'INH- 


\mi TV V 

Vlll, IA5 A. 


rPR^^^PR^PRrPR^'i-PR^ 
-{ v^ri2 j7*-'ri— i-^xi\^\»^ri2j7V^ii.3 


-PR^OPHoPR, 

~v_^XU,2v-' v^x X2 v_'XX3 


-rpHo'i^- 

1^^2/5 




\/TTT TV V 
Vlll, lA., A 


^PR ^-/pR,pR=PR^«^'PR«^.PR, 


-PR^nPR-,PR, 

V»xXX.2 v^lX2 ^x^3 


-^PR,^*- 


-NRCrO'^NR- 

X^XXX-.'^X^ yx^xx"* 


\/TTT TV V 
Vlll, 1A.5 A^ 


/'PR^'\ ^rPR^PR=PR^^PRoPR-, 


-PR^OPRoPR^ 


-rPH^'ic- 
•~\K^rL2)5 


X^XX>— '^^V-/ fX^IXX 


\/TTT TV V 
V 111, lAj A 


/'PR ^ /'PR PR=PR^.rPR-x^.PR-, 
-\y^ITL2}2\}^J^2^^ — v-'Xl ^4^^V_.XA2^4*^ia3 


-PRoOPR^PRo 

~ v^xx 2 v_/ V_^JJL2 v_>XX3 


-.rPR^^c- 

V^^2^5 


-NRPrO^lSTR-. 


\7TTT TV V 
Vlll, lA., A. 


/'PR-^,«PR^ 


-rPR^^^OPR^ 




X^XXV^l \— / IX>XX 


\7TTT TV V 
Vlll, lA., A. 


/'PR-^^-PR, 


-/'PR^^^OPR, 
-VV-'J:i2i2^^il3 


-rPRo'lc- 


-"NrRproiNR- 


\/TTT TV V 
V 111, lA., A. 


/'PR^'^^.PRn 

-V*^Al2 J 14^113 


-/'PR'.'k'^OPR^ 

v_^xx2^2^ ^-^3 


-('PRn'i^- 

V^^2>'5 


JL^XXV^I JX^XX 


\7TTT TV V 
Vlll, lA., A. 


^PR^A,^PR, 
-^^V^Xl2jl6^'n-3 


-/'PR^'^-^nPRo 
l^Xl2/2^ ^■'^13 


-rpR-^^c- 

\^'-*-2)5 


-NHPf'O'lNH- 

X>XXV-/\ Vw/ l-LNXX 


VTTT TV V 
Vlll, lAj A 


rpR ^ .PR. 

"1^-0.2/ lS^-Li-3 


-/'PR^^^OPR, 

- v_^xx2/2^ '^-*^3 


-CPH^'i^- 

-^\^xi.2^5- 


-NHCrO'iNH- 

x^xx^^l \^ fx^xx 


\/TTT TV V 
Vlll, IA.5 A 


r PR^^^PR=PR/'PR^^ r PH, 
V. ^-*^2 /7^ii ^H-V ^1 12 /5^i 13 


-\K^x±2/2^^^-^3 


_rpH^')«- 

^v^n2./5 


±^XX^>^\ N-A IX^XX 


\7TTT TV V 
V 111, IA5 -A 


/'PR ^^PR=PR/'PR^'^^,PR^ 


-^'PR^^-^OPR^ 
- V '^J^2/2^ ^^3 


-fPR-i^c- 

1.^x1.275 


-NHPrO'lNR- 


\/TTT TV V 
Vlll, lA., A 


-/'PR^^^PR^ PRssPR^^fPR^^ ^PR^ 


-.rPRo^nOPR-, 


1x^^2)5 


-NHCrO'lNH- 

X T|XX\-'^\-,/ JX^XX 


VTTT TV V 

V 111, lA., J\. 


-/'PR-,^^/'PR^PH=PR^',PR^PR-, 

-\^^Jx2^6ls^xx2^-" V^Xx^3V-/JX2^li3 


"•^ v^x ±2 /2^-' v-'X X3 


K^^^2J5 


-NHCrOINH- 


VTTT TV V 

V 111, 1-Ak.j J\. 


-/'PR^'^o/'PRoPR=PR^^/'PR'>^^PRo 
-\^^^11.2^2v^-*^2^-"' ^■^/4V.^'*^2/4^-*^3 


-('PR'.'lnOPR^ 

-\^\^xi2^2^^i^3 


W'Xx.2/5 


-NHCrO'lNH- 


VTTT TV V 
V 111, lA, A 


-V^^^ri2jio^-ci3 


-.rpR-^'ir.PRo 


-rPH'>^e- 

\^*^2j5 


X^IXXV^l IX^XX 


VTTT TV V 
V 111, lA, A. 


/'PR^^^^PR^ 

~\}^^2) 12^-^3 


-/'PR^'i,PR, 
v.-'XX2^3 v-'xa.3 


V^-tX-2/5 


X tXXV>\ IX^XX 


\mi TV V 

V 111, lA, A 


/'PR^^,.PR^ 


-/'PR^^^PR^ 
-^^ v>^X1.2^3^xx3 


-fPHo'^c- 
l^-ti2/5 


-NHPrO'lNH- 

X^XXV^^V-/ ^x^xx 


\7TTT TV V 
Vlll, lA., A. 


rPR^^.^PR, 


^^■"•2^3*^J^3 


-fPRo'^c- 


-NHPrO^NR- 

X>XXV^^W /XNXX 


\nTf TV V 
Vlll, lA., A. 


-./'PR^^ «PR^ 


-rPR^'inPH^ 
-^^v_.rl273^n3 


-rpH^^— 




VTTT IX X 


-rCHo'>7CH=CHrCH9')'?CH^ 




-fCH2)5- 


-NHCfOlNH- 


VIII, IX, X 


-(CH2)7CH=CH(CH2)7CH3 


-(CH2)3CH3 




-NHC(0)NH- 


VIII, IX, X 


-fCH2)6(CH2CH=CH)2(CH2)4CH3 


-(CH2)3CH3 


-(CH2)5- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)6(CH2CH=CH)3CH2CH3 


-(CH2)3CH3 


-(CH2)3- 


-NHC(0)NH- 


VIII, IX, X 


-fCH2)2(CH2CH=CH)4(CH2)4CH3 


-(CH2)3CH3 


-(CH2)5- 


-NHC(0)NH- 


vni, IX, X 


-(CH2)ioCH3 


H 


-(CH2)20(CH2)2- 


-NHC(0)NH- 
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VTTT TV V 




H 


\\^xx2J2^\^-^^2/2 


-NHCeO^NH- 


VTTT TV V 




H 




-NHCfONH- 


VTTT TV V 




H 

XX 


\^ v^x X2 ^ 2 ^ V •*-2 / 2 


-NHCrO)NH- 


VTTT TV V 




H 


V -"-2/ 2^ V -*-2y 2 


-NHCfO)NH- 


VTTT TV V 




H 

XX 


y\^xx2/2^\^-^-^2/2 


-NHCfONH- 


VTTT TV V 




H 

J. -L 


-fCHn'>'70rcHo')9- 
V -'-2/2 ^ V ■*-2/2 


-NHCfOlNH- 


VTTT TV V 
V 111, lyv, -A. 




H 

XX 


V-/X X2 y 2 ^ V ■*-2/ 2 


-NHCfONH- 


VTTT TV V 
V Illy 1^» -A. 




H 

XX 


\^\^x X2y 2^ V •'■2/2 


-NHCrO)NH- 


VTTT TV V 

V 111 J lyv, J\. 


fCT-JAJ PT T. PTT=PT-T^ a (CRr^ . PTT^ 


H 

XX 




-NHCrONH- 


\/"TTT TV V 


-V^ll2i 10^113 


^xx3 




-NHCfCiNH- 


\ATT TV V 
V 111, liV, -A. 


-^^1^112; 12^^13 


-PR^ 

N--'XX3 


V J-2/2^ V •'■2/ 2 


"NHCfONH- 


\7TTT TV Y 
Vlll, lA, A 




-PR, 


-^\^xi2>^2^V^-*-'-2/2 


-NHCfOWH- 


\7TTT TV V 
Vlll, 1^5 


/"PTT ^ .PPT 


-PR, 


\ ^xrx2j2^\ ^2)2 


-NHCrONH- 


\rrTT T"v V 


-V^tt2)u^"^3 


-PRn 


-\^V^ll2^2^V^-'^2>^2 


-NHCfO'iNH- 


VTTT TV V 
V 111, iA., A 


/'PPT ^„PTT=PTJ/'PTT«'k^PTT« 


-PR, 


** V, A2y 2 ^^■'"'^2^ 2 


X ^ XXV^'i v-' yx ^ X X 


\/TTT TV V 
Vlll, lA, -A. 


rPTT ^„PTT=:PTT/'PTT«^^PTT-, 


-PR^ 

^XX3 


-fPR.^nOfPHoY^- 


-NHCCO'iNH- 

X ^ A A V-^ JA ^ 


\/"TTT TV V 
V 111, lA., A 


rPTT \.rPTT^PPT=PTT^«rPTT«^.PTT^ 


-PH^ 
-v^ri3 


V. ^-tx2/2^ V -^2 /2 


-NHCCONH- 

X >X X>^\ \— ^ /X >xx 


\/TTT TV V 
Vlll, lA, A 


/'PTT ^ /"PTT PTT=PTT^,PTT<,PTT^ 


-PR, 

^XX3 


V ^■'^272^ V ^-^^ •'■2/2 


-NHCrO'iNH- 


Vlll, lA, A 


CCTJ \ fCJ^ r'TT^PTT'i^rPTT^^^PTTo 


-PR, 




-NHCrO'iNH- 

A ^ A^^^l V/ f A ^ AA 


\mi TV V 

V 111, 1 A, A 


-^^»^ri2j 10^113 


-PRoPHa 
— v^i X2^-'- -'•3 


V J-272 V •■■2/2 


-NHCfOlNH- 


\7"TTT TV V 
V ill, IA5 A 


/'PTT^^^^PTT-, 
V*--'ll2M 2^113 


-PRoPR^ 


V^xx2/2^V^^^2y2 


-NHCCONH- 


TV V 
V 111, lA, A 


•"V^ll2jl4^-tl3 


~ WX A2 V/X X3 


Vv^xx272^V^-*"*-2^2 


-NHCrONH- 


VTTT TV V 

VIII5 IA5 -A. 


-/'PR-,'^,^PR^ 
-^V_^ll2^ 16\^xi3 


X2V-'XX3 


V v^x x2/2'^ V -^2/ 2 


-NHCfO)NH- 


\7TTT TV V 
V 111, lA, A 


rPR«^,.PR^ 
-i^<^ll27 18^113 


-PRoPHo 

-\^xx2v^xx3 


\^ v>x X2^2^ V ^•*- •*2/2 


-NHCeOlNH- 

A ^AAV^"! V-^ /X iXX 


VTTT TV V 

V 111, l-A^ yV 


-^^PR.^-,PTT=PR/'PH-,'i«PH'» 




\v-'Xj.2y2^\^-*--^2/z 


-NHC(0)NH- 


VTTT TV V 
VIII5 lA, A 


-rPR^^-,PH=PRrPHo1^PTT-. 




^ v^j. j.2/2^V -^>^2 


-NHCfO')NH- 


VTTT TV V 

V ill, l^V, -A 


/'PR^'i ^ rPR-.PR=PR^o rPR-,"^ A PR, 

-^V^H2^6^,v^ll2*-^l^ ^ll/2^*-^-Ll2M*^-"-3 


-PRoPHo 

- v^x X2 wx X3 


y\^xx2)2^\y^^ ^2)2 


-NHCfO^NH- 

X ^XXX./'l MX ^XX 


VTTT TV V 
V 111, lA, A 


PR^'i^rpR^PR^PH^-, PH'.PHn 


v^x X2 v-'X X3 


V ^x X272^ V. -*-2/2 


-NHCfO^NH- 

X TXX^^^\ ^ /-X. ^ ^ 


\nu TV V 

Vlll, lA, A 


/'PR rPR.PR=PR^.('PH^^^PH^ 




-fCH'j^oOCCH'j'j'j- 

\yjXX2)'2>^\^*-*-2)2 


-NHCrOlNH- 

A ^AA^m'I yX ^XX 


VTTT TV V 

V 111, lA-j J\. 


-^PRn^ir.PR'. 

"l^-n.2/10^-Ll3 


v-'XX272^-*- -"-S 




-NHCrO^NH- 


\/TTT TV V 
V 111, lA, A 


rPR^^,.PR, 




VV-'XX272^\^^^-*^272 


-NHCCOINH- 

X ^XXX_^l JX ^xx 


VTTT TV V 

V ill, i^ v, A. 


^pR^^,>.pR, 


V ^xx2/2^"* *3 


\^xx2^2^^\^^* ■■■2/2 


-NHCeO^NH- 


VTTT TV V 
V ill, 1 A, A 


rpR«^,^PRo 




V -"■2^ 2^ V *-2/2 


-NHCfOINH- 

X ^ X X ^mm^ J. IX ^XX 


\7'TTT TV V 
Vill, lA, A 


/'PR ^ «PR« 
--^V>>^ri2718*-'-tl3 


-^PR^VPR, 

- ^ v_>x X2^ 2^-*- J^S 


V J^2^ 2^ V ^2^2 


-NHCrOINH- 

X ^ A A V-^l V-r 1 X ^ X A 


VTTT TV V 
Vlll, lA, A 


rPR*^-,PR=PR/'PR^'i^PR^ 




^ v>'XX2y2^ \^-'"*-2/2 


-NHCrO'lNH- 

X IXXX^l JX ^xx 


VTTT TV V 
V 111, lyV, A. 


-rPR«'^^PR=PR^'PR^^-,PR-, 






-NHCrO'lNH- 

X 1 X X X*-/ \ X— / JL IX X 


\nji TV V 

V ill, lA, A 


-^PR^^^^PR^PR=PR'in^PRo^>,PR, 
\\^i^2)6K^^2^^ V-^xi.^2v^-*^2/4^-*^3 


V^-*^2/2^-"-3 


V ^x X272^ \ -'■27 2 


-NHCfONH- 

X 1 X X J JL ^ X X 


VTTT TV V 
Vlll, lA, A 


-rpR«^^rpR-,PR=PRVPRoPR-, 


-fPRoVPRo 

-^v^xx2y2*^^-*-3 


\ •*-2/2^ V ■*-2/2 


-NHCCOINH- 

X ^ X A^w^l x..' IX 1 X X 


VTTT TV V 

V IU9 lyV., J\. 


-rPR-.^^fPRoPR=PH^ <rpR^^ ,PH^ 

~y\^jrL2j2\\^J^2^^ '^ll/4^^-^2^4^ 


^^v^xx2y2^-'^•*■3 


V ^■■••■■2/2'^ V ^* •■■2/2 


-NHC(0)NH- 

X ^ X X^^ % f X ^x«x 


\/TTT TV V 
V ill, lA, A. 


_rPR^'^,«PR^ 


N-^x X2^w'v_^xx2v.^xx3 


V v>'XX2 V^-*- •*-2/2 


-NHCeO^NH- 


VTTT TV V 

V 111, lA., A^ 


-f'PR-,^,oPR, 
-^v^n2^ 12^-^13 


Av^— ^ V^'^A A2 A A^ 


\^v_^xx2^2^V^ 2/2 


-NHCeO^NH- 


\/TTT TV V 
V ili, lA, j\. 


i^PR^'i^-.PR, 


V./X X2 v-'X X2 v-'XX3 


^x X2y 2^ V ■■■272 


-NHCfOlNH- 

X T X X v»^\ / ^ X X 


■\/TTT TV V 

V 111, lA, A 


-^'PR^^,^PR, 

-l^Vvll2;i6v>ll3 


-PRoOPHoCHa 

•* v-'X X2 V-/ V-'X X2^x X3 


^ v_^x x2/2^ V ■*-2/2 


-NHCfOlNH- 


VTTT TV V 
V 111, lA, y\. 


-^PR^^.oPR, 

i^ri2 ) 1 8^113 


v-'XX2V.'v^x X2 v^xx3 


\ ^l/Tr^ V -'-2/2 


-NHCfONH- 

X ~ X X^.,^\ / JL ^ X X 


A/TTT TV V 
Vlll, lA, A 


rPR«^«PR=PR^PR«'^irPRo 


-PRoOPHoCHo 


\^v>XA272^l^-'-'^272 


-NHCrO^NH- 

X ^AAV>\ Vi^ fX lAA 


VTTT TV V 
V 111, IAl, a. 


-rPR.^^PR=PR/'PRo^^PR^ 


\— ^xx2v<' 'X x2v«'X A3 




-NHCfOlNH- 


\/TTT TV V 
V ill, lA, A 


^'PR^^ ^rPR^PR=PH'iorPR^'l ^PTT-, 
-^V-.n2j6l.^-'ni2^^ ^-tl72l^-n-2^4^J^3 


-PRnOPHoPHo 

** V-'X X2^^^— 'X X2 *-^'X X3 


V^xx272^V^^*--'-2/2 


-NHC(0)NH- 

X ^X X \^ V /X ^ X X 


\/TTT TV V 
VIUL, lA, A 


rPR^^^rPR^PR^PR"^, PRoPRo 


-PH^OPH-^CH, 


V v^x X272^ v ^■'^ ■*-2/2 


-NHCfOlNH- 

X ^ X X^w>\ V.^ /X ^ X X 


\;ttt TV V 

Vlll, lA, A 


^PR«'^«^PR«PR=PR^^rPH^^ ^PH^ 


-PHoOPHoPHq 

- v_^x X2 v^x X2^'X X3 


V ^-'--'-2/2^v^-'--*'2/2 


-NHCCO'iNH- 

X ^AA\-/l / A 1| A A 


VIII DC X 


—1 V J il '» 1 mv y Ho 


-(CH2)20CH3 


-(CH.)20(CH2)2- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)i2CH3 


-(CH2)20CH3 


-(CH2)20(CH2)2- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)l4CH3 


-fCH2)20CH3 


-(CH2)20(CH2)2- 


-]SIHC(0)NH- 


VIII, IX, X 


-(CH2)i6CH3 


-(CH2)20CH3 


-(CH2)20(CH2)2- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)l8CH3 


-(CH2)20CH3 


-(CH2)20(CH2)2- 


-NHC(0)NH- 


vm, IX, X 


-(CH2)7CH-CH(CH2)5CH3 


-(CH2)20CH3 


-CCH2)20(CH2)2- 


-NHC(0)NH- 
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VTTT y 

V i-XX, -LA., -A. 




/'PR ^ npR^ 


/'pR^^.^n/'PR-.^^ 


T^TRP/'OMsJR 


VTTT ^y: 'K 




-./PR^^^OPRo 
-•V^JnL2y2^^^3 


-/'pR«^«o/'PRo^^_ 


-"KTRP/OMsIR- 


VTTT TX X 




-/'PR«^«nPR« 


/'PR^^«OrPR«*\«_ 


-lSJRP/'OM*<rR 


VTTT T"3r 1^ 

V XXX^ -t"A.j 


~/'PTT^^-,^'PR«PTT=PTT'\ . /'PTT^'^ . PR-, 


-/'PR^^^nPR^ 
-^^^^n2^2^^-n-3 


/'PR.,^^0/'PR«^^ 
-V*-'-tl2j2'-'^.*-'-tl2>^2- 


TsJRP/■0^*^JR 


VTTT TV 

V Xll, i-A.5 -A. 


rPR«^,«PR-, 


/■pR-^ PR 


/'PR ^ Plr'PR^^ 


TnIRP/T^M^TR 
-INXIV-^^ w JIN Jtl- 


VTTT T"Y T 

V 111, i^-v^ 


-V^-rl2; 12^x13 


/"PR ^ PR 


/'PR n/'PR 


>JRp/'o^"^JR 


VTTT TV V 

V 111, I.A.5 -A 


-^'PR^^.^PR-, 
V^xl2>; 14^x13 


-/"PR^^-^PR^ 
~V^xl2j3^Al3 


_^'PR«^«0/'PR«^„ 
-l^^2 J2^V *-'^2^2" 


XTRP/'OMMR 


VTTT TV V 


^PR,,^,^PR« 


/'PR ^ PR 


/'PR ^ /^/"PR ^ 


'MRp/'^^^7<v^R 


VTTT IX X 




-f'PRoVPR, 


-rPHo'ioO('PT-ToV- 


-"NTrP<'0'i"NrR- 

iMl^^'^V^ yiMl" 


vin, IX, X 


-(CH2)7CH=CH(CH2)5CH3 


-(CH2)3CH3 


-(CH2)20(CH2)2- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)7CH=CH(CH2)7CH3 


-(CH2)3CH3 


-(CH2)20(CH2)2- 


-NHC(0)KH- 


vin,ix,x 


-(CH2)6(CH2CH=<:H)2(CH2)4CH3 


-(CH2)3CH3 


-(CH2)20(CH2)2- 


-NHC(0)NH- 


vm,ix,x 


-(CH2)6(CH2CH=CH)3CH2CH3 


-(CH2)3CH3 


-(CH2)20(CH2)2- 


-NHC(0)NH- 


VIII, IX, X 


-(CH2)2(CH2CH=CH)4(CH2)4CH3 


-(CH2)3CH3 


-(CH2)20(CH2)2- 


-NHC(0)NH- 



Example 5 

Inmiiiiiizations 

5 C57BL/6 mice were immuQized with conjugate (1 mg ovalbumin aad 

200 |Jig IRM) in 200 )al phosphate buffered saline (PBS) either subcutaneously or 
intraperitoneally. Control mice were immunized with 1 mg ovalbumin in 200 jxl 
PBS. For analysis of primary responses, mice were sacrificed 5-7 days after 
immunization. For analysis of secondary responses, the mice were boosted 7-15 

10 days after the initial immunization and sacrificed 5-7 days later. Unless 
otherwise indicated, lymph nodes were harvested from mice immunized 
subcutaneously for analysis and spleen cells were harvested from mice 
immunized intraperitoneally for analysis. 

A stock IRM solution of JV-(2-{2-[4-amino-2-(2-methoxyethyl)-li?- 

15 imidazo[4,5-c]quinolin-l-yl]ethoxy}ethyl)hexadecanamide was prepared by 
dissolving it in DMSO to a concentration of 10 mg/ml. Ovalbumin was 
dissolved in PBS to a concentration of 50 mg/ml. Fifty |al of the stock IRM 
solution was added to 150 \xl of PBS and then mixed by vortexing. Fifty \il of 
the ovalbumin was added to the stock IRM solution and mixed by vortexing. A 

20 cloudy coUoidsd suspension of IRM and ovalbmnin resulted. 

Mice were immunized on Day 0 subcutaneously as described above with 
either (a) ovalbumin alone, or (b) 50 jil of the colloidal suspension of ovalbumin 
and the IRM. On Day 6, draining lymph nodes were removed, homogenized, 
and stained with the H-2KVSIINFEKL tetramer to identify ovalbumin-specific T 
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cells. Figure 1 shows flow cytometry data from a control mouse immxmized with 
ovalbumin alone; Figures 2 and 3 show data from two different mice that were 
immunized with the colloidal suspension. 

» 

5 Reagents 

Ovalbumin was obtained from Sigma Chemical Company (St. Louis, 
MO). Tetramers of the MHC class I molecule H-2K^ bound to the dominant 
ovalbumin peptide SIESfFEKL were produced as described in Kedl et al., J Exp 
Med, iP2:1105-13 (2000). 

10 

Compoxmds of the mvention were found to induce, and certain 
compounds may inhibit, cytokine biosynthesis when tested using the methods 
described below. The compoimds of Examples 1-4 induced both interferon and 
tumor necrosis factor when tested using the "Cytokine Induction in Human 
15 Cells" assay described below. 



CYTOKINE INDUCTION EST HUMAN CELLS 
An in vitro human blood cell system is used to assess cytokine induction. 
Activity is based on the measmrement of interferon-a and tumor necrosis factor-a 
20 (IFN-a and TNF-a, respectively) secreted into culture media as described by 
Testerman et. al. in "Cytokine Induction by the Inamunomodulators hniqxiimod 
and S-27609", Journal of Leukocyte Biology, 58, 365-372 (September, 1995). 

Blood Cell Preparation for Culture 

25 Whole blood from healthy hrnnan donors is collected by venipuncture 

into EDTA vacutainer tubes. Peripheral blood mononuclear cells (PBMC) are 
separated from whole blood by density gradient centrifugation using 
HISTOPAQUE-1077. Blood is diluted 1 : 1 with Dulbecco's Phosphate Buffered 
Saline (DPBS) or Hank's Balanced Salts Solution (HBSS). The PBMC layer is 

30 collected and washed twice with DPBS or HBSS and resuspended at 4 x 10^ 
cells/mL in RPMI complete. The PBMC suspension is added to 48 well flat 
bottom sterile tissue culture plates (Costar, Cambridge, MA or Becton Dickinson 
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Labware, Lincoln Park, NJ) containing an equal volume of RPMI complete 
media containing test compoimd. 

Compovmd Preparation 

The compounds are solubilized in dimethyl sulfoxide (DMSO). The 
DMSO concentration should not exceed a final concentration of 1% for addition 
to the culture wells. The compounds are generally tested at concentrations 
ranging from 30-0.014 micromolar (h.M). 

Incubation 

The solution of test compound is added at 60 |liM to the first well 
containing RPMI complete and serial 3 fold dilutions are made in the wells. The 
PBMC suspension is then added to the wells in an equal volume, bringing the 
test compound concentrations to the desired range (30-0.014 laM). The final 
concentration of PBMC suspension is 2 x 10^ cells/mL. The plates are covered 
with sterile plastic lids, mixed gently and then incubated for 18 to 24 hours at 
37°C in a 5% carbon dioxide atmosphere. 

Separation 

Following incubation the plates are centrifuged for 10 minutes at 1000 
rpm (approximately 200 x g) at 4''C. The cell-free culture supernatant is 
removed with a sterile polypropylene pipet and transferred to sterile 
polypropylene tubes. Samples are maintained at -30°C to -TO^'C until analysis. 
The samples are analyzed for IFN-a by ELISA and for TNF-a by ELISA or 
IGEN Assay. 

DFN-a and TNF-a Analysis by ELISA 

IFN-a concentration is determined by ELISA using a Himian Multi- 
Species kit from PBL Biomedical Laboratories, New Brunswick, NJ. Results are 
expressed in pg/mL. 

TNF-a concentration is determined using ELISA kits available from 
Biosource International, Camarillo, CA. Alternately, the TNF-a concentration 

can be determined by ORIGEN M-Series Immunoassay and read on an IGEN M- 
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8 analyzer from IGEN Intemational, Gaithersburg, MD. The immunoassay uses 
a human TNF-a capture and detection antibody pair from Biosource 
International, Camarillo, CA. Results are expressed in pg/mL. 

5 CYTOKINE INEHBITION IN MOUSE CELLS 

The mouse macrophage cell line Raw 264.7 is used to assess the abiUty 
of compounds to inhibit tumor necrosis factor-a (TNF-a) production upon 
stimulation by lipopolysaccharide (LPS). 



1 0 Single Concentration Assay: 

Blood Cell Preparation for Culture 

Raw cells (ATCC) are harvested by gentle scraping and then counted. 
The cell suspension is brought to 3 x 10^ cells/mL in RPMI with 10 % fetal 
bovine serum (FBS). Cell suspension (100 |iL) is added to 96-well flat bottom 

15 sterile tissues cultiure plates (Becton Dickinson Labware, Lincoln Park, NJ). The 
final concentration of cells is 3 x 10"^ cells/well. The plates are incubated for 3 
hours. Prior to the addition of test compound the medium is replaced with 
colorless RPMI medium with 3 % FBS. 



20 Compound Preparation 

The compounds are solubilized in dimethyl sulfoxide ODMSO). The 
DMSO concentration should not exceed a final concentration of 1 % for addition 
to the culture wells. Compounds are tested at 5^tM. LPS (Lipopolysaccaxide 
from Salmonella typhimurium^ Sigma- Aldrich) is diluted with colorless RPMI to 

25 the EC70 concentration as measured by a dose response assay. 



Incubation 

A solution of test compound (liil) is added to each well. The plates are 
mixed on a microtiter plate shaker for 1 minute and then placed in an incubator. 
30 Twenty minutes later the solution of LPS (1 \\L^ EC70 concentration --10 ng/ml) 
is added and the plates are mixed for 1 minute on a shaker. The plates are 
incubated for 1 8 to 24 hours at 37 °C in a 5 % carbon dioxide atmosphere. 
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TNF-a Analysis 

Following the incubation the supernatant is removed with a pipet. TNF-a 
concentration is determined by ELIS A using a mouse TNF- a kit (from 
Biosource International, Camarillo, CA). Results are expressed in pg/mL. TNF- 
5 a expression upon LPS stimulation alone is considered a 100% response. 

Dose Response Assay: 

Blood Cell Preparation for Culture 

10 Raw cells (ATCC) are harvested by gentle scraping and then counted. 

The cell suspension is brought to 4 x 10^ cells/mL in RPMI with 10 % FBS. Cell 
suspension (250 |aL) is added to 48-well flat bottom sterile tissues culture plates 
(Costar, Cambridge, MA). The final concentration of cells is 1 x 10 cells/well. 
The plates are incubated for 3 hours. Prior to the addition of test compound the 

15 mediimi is replaced with colorless RPMI medium with 3 % FBS. 

Compoimd Preparation 

The compounds are solubihzed in dimethyl sulfoxide (DMSO). The 
DMSO concentration should not exceed a final concentration of 1 % for addition 
20 to the culture wells. Compounds are tested at 0.03, 0.1, 0.3, 1, 3, 5 and 10 JliM. 
LPS (Lipopolysaccaride from Salmonella typhimurium, Sigma-Aldrich) is 
diluted with colorless RPMI to the EC70 concentration as measured by dose 
response assay. 

25 Incubation 

A solution of test compound (200 jxl) is added to each well. The plates 
are mixed on a microtiter plate shaker for 1 minute and then placed in an 
incubator. Twenty minutes later the solution of LPS (200 [iL, EC70 concentration 
approximately 10 ng/ml) is added and the plates are mixed for 1 minute on a 

30 shaker. The plates are incubated for 18 to 24 hours at 37 *^C in a 5 % carbon 
dioxide atmosphere. 
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TNF-a Analysis 

Following the incubation the supernatant is removed with a pipet. TNF-a 
concentration is determined by ELIS A using a mouse TNF- a kit (from 
Biosource Intemational, Camarillo, CA). Results are expressed in pg/mL. TNF- 
5 a expression upon LPS stimulation alone is considered a 100% response. 

The complete disclosures of the patents, patent documents, and 
publications cited herein are incorporated by reference in their entirety as if each 
were individually incorporated. The present invention has been described with 

10 reference to several embodiments thereof. The foregoing illustrative 

embodiments and examples have been provided for clarity of understanding 
only, and no unnecessary limitations are to be understood therefrom. It will be 
apparent to those skilled in the art that many changes can be made to the 
described embodiments without departing from the spirit and scope of the 

15 invention. Thus, the scope of the invention is intended to be Umited only by the 
claims that follow. 
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WHAT IS CLAIMED IS: 

1 . A compoxjnd of the following Fonnula I: 




wherein: 

Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri-i, or 
alkynylene-L-Ri-i, wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups; 
L is a bond or a functional hnkdng group; and 
Ri.i is a linear or branched aliphatic group having at least 
1 1 carbon atoms, optionally including one or more unsaturated 
carbon-carbon bonds; 
R" is hydrogen or a non-interfering substituent; 

Ra and Rb are each independently selected from the group consisting of: 
hydrogen, 
halogen, 
alkyl, 
alkenyl, 
alkoxy, 
alkylthio, aad 

-N(R3)2; 

or when taken together, Ra and Rb form a fused aryl ring or heteroaryl 
ring containing one heteroatom or a fused 5- to 7-membered saturated ring, 
optionally containing one heteroatom, wherein the heteroatom is selected from 
the group consisting of N and S, and wherein the aryl, heteroaryl, or 5- to 7- 
membered saturated ring is unsubstituted or substituted by one or more non- 
interfering substituents; and 
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each R3 is independently selected from the group consisting of hydrogen 
and alkyl; 

with the proviso that when L is -NH-S(0)2- and Ra and Rb join to form 
an imsubstituted benzene ring, Ri.t is a linear or branched aliphatic group having 
5 greater than 16 carbon atoms, optionally including one or more xmsaturated 

carbon-carbon bonds; and with the further proviso that when L is -]SIH-C(0)- and 
Ra and Rb join to form an imsubstituted pyridine ring, Ri-i is a linear or 
branched aliphatic group having greater than 1 1 carbon atoms, optionally 
including one or more imsaturated carbon-carbon bonds; 
10 or a phaxmaceutically acceptable salt thereof. 

2. The compound or salt of claim 1 wherein when taken together, Ra and 
Rb form a fiised 5- to 7-membered saturated ring, optionally containing one 
heteroatom selected from the group consisting of N and S, and unsubstituted or 
1 5 substituted by one or more substituents selected from the group consisting of: 

halogen, 

hydroxy, 

alkyl, 

alkenyl, 

20 haloalkyl, 

atkoxy, 
alkylthio, and 

-N(R3)2. 

25 3. The compound or salt of claim 1 wherein Ra and Rb are each 
independently selected from the group consisting of: 

hydrogen, 
halogen, 
alkyl, 

30 alkenyl. 
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alkoxy,. 
alkylthio and 

-N(R3)2. 

4. The compound or salt of claim 1 wherein Ra and Rb form a fused aryl or 
heteroaryl ring. 

5. The compound or salt of claim 1 wherein Ra and Rb form a fused 5- to 7- 

membered saturated ring. 

6. The compovind or salt of claim 1 wherein when taken together, Ra and 
Rb form a fused aryl ring or heteroaryl ring containing one heteroatom selected 
from the group consisting of N and S wherein the aryl or heteroaryl ring is 
unsubstituted or substituted by one or more R groups; 

or when taken together, Ra and Rb form a fused 5- to 7-membered 
saturated ring, optionally containing one heteroatom selected from the group 
consisting of N and S, and unsubstituted or substituted by one or more R groups; 
each R is independently selected from the group consisting of 

halogen, 

hydroxy, 

alkyl, 

aUcenyl, 

haloalkyl, 

alkoxy, 

alkylthio, and 

-N(R3)2. 

7. The compound or salt of claim 6 wherein Ra and Rb form a fused 
benzene ring which is unsubstituted. 

8. The compound or salt of claim 6 wherein Ra and Rb form a fused 
pyridine ring which is misubstituted. 
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9. The compound or salt of any one of claims 1 through 8 wherein R" is 
selected from the group consisting of: 

hydrogen; 

alkyl; 

5 alkenyl; 

aryl; 

heteroaryl; 
heterocyclyl; 
alkylene-Y-alkyl; 
1 0 alkylene- Y- alkenyl; 

alkylene-Y-aryl; and 

alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 

-OH; 

15 halogen; 

-N(R4)2; 

-C(0).Ci.ioalkyl; 

-C(0)-0-Ci-ioalkyl; 

-Na; 

20 aryl; 

heteroaryl; 
heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

25 wherein: Y is -O- or -S(0)o-2-; and each R4 is independently selected from the 
group consisting of hydrogen, Ci-ioalkyl, and C2-ioalkenyl. 



10. The compoimd or salt of any one of claims 1 through 9 wherein L is a 
bond or a ftinctional linking group selected from the group consisting of 

30 -NH-S(0)2-, -NH-C(O)-, -NH-C(SH -NH-S(0)2-NR3-, -NH-C(0)-NR3-, 
-NH-C(S)-NR3-, -NH-C(0)-0-, -0-, -S-, and-S(0)2-. 
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1 1 . The compound or salt of claim 10 wherein L is a bond or a functional 
linkmg group selected from the group consisting of -NH-C(0)-5 -]S1H-S(0)2-, and 
-NH-C(0)-N(R3)-. 

12. The compound or salt of any one of claims 1 through 1 1 wherein Ri-i is a 
linear or branched aliphatic group having 1 1-20 carbon atoms, optionally 
including one or more unsaturated carbon-carbon bonds. 

13. The compound or salt of claim 12 wherein Ri-i is a linear or branched 
aliphatic group having 12-20 carbon atoms, optionally including one or more 
unsaturated carbon-carbon bonds. 

14. The compoxmd or salt of claim 13 wherein Ri-i is a straight chain 
Ci2-C2oalkyl. 

15. A compound of the following Formula 11: 




NH 



'A 



n 



wherein: 



Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri-u or 



alkynylene-L-Ri-i, wherein: 



the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups; 



L is a bond or a functional linking group selected from the 
group consisting of -NH-S(0)2-, -NH-C(0)-, -NH-C(S)-, 
-NH-S(0)2-NR3-, -NH-C(0)-NR3-, -NH-C(S)-NR3-, 
-NH-C(0)-0-, -0-, -S-, and -S(0)2S and 
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Rui is a linear or branched aliphatic group having at least 
1 1 carbon atoms, optionally including one or more unsaturated 
carbon-carbon bonds; 
R2 is selected JBrom the group consisting of: 
5 hydrogen; 

alkyl; 

alkenyl; 

aryl; 

heteroaryl; 
10 heterocyclyl; 

alkylene-Y-alkyl; 
alkylene-Y- alkenyl; 
alkylene-Y-aryl; and 

alkyl or alkenyl substituted by one or more substituents selected 
15 from the group consisting of: 

-OH; 
halogen; 
-N(R4)2; 

-C(0)-Ci-ioalkyl; 
20 -C(0)-0-Ci.ioalkyl; 

-N3; 
aryl; 

heteroaryl; 
heterocyclyl; 
25 -C(0)-aryl; and 

-C(0)-heteroaryl; 

wherein: Y is -O- or -S(0)o-2-; and each R4 is 
independently selected from the group consisting of hydrogen, 
Ci-ioalkyl, and C2-ioalkenyl; 
30 Ra and Rb are each independently selected from the group consisting of: 

hydrogen, 
halogen, 
alkyl, 
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alkenyl, 
alkoxy, 
alkylthio, and 

-N(R3)2; 

5 or when taken together, Ra and Rb form a fused aryl ring or heteroaryl 

ring containing one heteroatom wherein the aryl or heteroaryl ring is 
unsubstituted or substituted by one or more R groups; or when taken together, Ra 
and Rb form a fused 5- to 7-membered saturated ring, optionally containing one 
heteroatom selected from the group consisting of N and S, and unsubstituted or 
substituted by one or more R groups; wherein R is selected from the group 
consisting of 

halogen, 
hydroxy, 
alkyl, 
alkenyl, 
haloalkyl, 
alkoxy, 
alkylthio, and 

-N(R3)2. 

and 

Ra is selected from the group consisting of hydrogen and alkyl; 
with the proviso that when L is -NH-S(02)- and Ra and Rb join to form an 
unsubstituted benzene ring, Rm is a linear or branched aliphatic group having at 
least 1 6 carbon atoms, optionally including one or more unsaturated carbon- 
carbon bonds; and with the ftirlher proviso that when L is -NH-C(O)- and Ra and 
Rb join to form an unsubstituted pyridine ring, R^i is a linear or branched 
ahphatic group having greater than 1 1 carbon atoms, optionally including one or 
more unsaturated carbon-carbon bonds; 
or a phaimaceutically acceptable salt thereof. 

16. The compoxmd or salt of claim 15 wherein Ri has the formula 
alkylene-L-Ri-i and the alkylene is optionally interrupted with one -O- group. 
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17. The compound or salt of claim 16 wherein Ri has the formula 
Ci-5alkylene-L-Ri-i and the Ci-salkylene is optionally interrupted with one -O- 
group. 

5 18. The compound or salt of claim 1 5 wherein R2 is selected from the group 
consisting of hydrogen, aUcyl, and alkylene-O-alkyl. 

19. A compound of the following Formula IE: 




n 

wherein: 

Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri-i, or 
alkynylene-L-Ri-i, wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups; 

L is a bond or a functional linking group selected from the 
group consisting of -NH-S(0)2-, -NH-C(O)-, -NH-C(S>, 
-NH-S(0)2-NR3-, -NH-C(0)-NR3-, -NH-C(S)-NR3-, 
-NH-C(0)-0-, -0-, -S-, and -S(0)2-; and 

Ri-i is a linear or branched aliphatic group having at least 
1 1 carbon atoms, optionally including one or more imsaturated 
carbon-carbon bonds; 
R2 is selected from the group consisting of: 
hydrogen; 
alkyl; 
alkenyl; 
aryl; 

heteroaryl; 
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heterocyclyl; 
alkylene-Y-alkyl; 
alkylene~Y- alkenyl; 
alkylene~Y-aryl; and 

5 alkyl or alkenyl substituted by one or more substituents selected 

from the group consisting of: 

-OH; 
halogen; 

-N(R4)2; 

-C(0)-Ci.ioalkyl; 
-C(0)-0-Ci-ioalkyl; 

-N3; 
aryl; 

heteroaryl; 
heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

wherein: Y is -O- or — S(0)o-2-; and each R4 is 
independently selected from the group consisting of hydrogen, 
Ci.ioalkyl, and C2-ioalkenyl; 
Ra and Rb are each independently selected from the group consisting of: 
hydrogen, 
halogen, 
alkyl, 
alkenyl, 
alkoxy, 
alkylthio, and 
-N(R3)2; and 

R3 is selected from the group consisting of hydrogen and alkyl; 
or a pharmaceutically acceptable salt thereof. 

20. A compound of the following Formula HI: 
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m 

wherein: 

Ri has the foraiula alkylene-L-Ri-i, alkenylene-L-Ri.i, or 
5 alkynylene-L-Ri_i, wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups; 

L is a bond or a functional linking group selected from the 
group consisting of -]SIH-S(0)2-, -NH-C(O)-, -NH-C(S)-, 
10 -]S1H-S(0)2-]SIR3-, -NH-C(0>NR3-, -NH-C(S)-NR3-, 

-NH-C(0)-0-, -0-, -S-, and -S(0)2-; and 

Ri-i is a hnear or branched aliphatic group having at least 
1 1 carbon atoms, optionally including one or more imsaturated 
carbon-carbon bonds; 
15 R is selected from the group consisting of 

halogen, 
hydroxy, 
alkyl, 
alkenyl, 

20 haloalkyl, 

alkoxy, 
alkylthio, and 

-N(R3)2; 
n is 0 to 4; 

25 R2 is selected from the group consisting of: 

hydrogen; 
alkyl; 
alkenyl; 
aryl; 

30 heteroaryl; 
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heterocyclyl; 
alkylene-Y-alkyl; 
alkylene-Y- alkenyl; 
alkylene-Y-aryl; and 

5 alkyl or alkenyl substituted by one or more substituents selected 

from the group consisting of: 

-OH; 

halogen; 

-N(R4)2; 

10 -C(0>Ci-ioalkyl; 

-C(0)-0-Ci.ioalkyl; 

aryl; 

heteroaryl; 

15 heterocyclyl; 

-C(0)-aryl; and 
-C(0)-heteroaryl; 

Yis-0-or--S(0)o-2-; 

each R4 is independently selected from the group consisting of hydrogen, 
20 Ci-ioalkyl, and C2-ioalkenyl; and 

R3 is selected from the group consisting of hydrogen and alkyl; 
with the proviso that when L is -NH-S(02)-, and n is 0, Ri-i is a linear or 
branched aliphatic group having at least 16 carbon atoms, optionally including 
one or more unsaturated carbon-carbon bonds; 
25 or a phannaceutically acceptable salt thereof. 

21 . The compound or salt of claim 20 wherein n is 0. 

22. A compound selected from the group consisting of the following 
30 Formulas IV, V, VI, and VH: 
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(f^)n N 





VI 



vn 



wherein: 



10 



15 



20 



25 



Ri has the formula alkylene-L-Ri-i, alkenylene-L-Ri-i, or 
alkynylene-L-Ri-i, wherein: 

the alkylene, alkenylene, and alkynylene groups are 
optionally interrupted with one or more -O- groups; 

L is a bond or a functional Unking group selected from the 
group consisting of -NH-S(0)2-, -NH-C(O)-, ~NH-C(S)-, 
-NH-S(0)2-NR3-, -NH-C(0)-NR3-, -NH-C(S)-NR3-, 
-NH-C(0)-0-, -0-, -S-, and -S(0)2-; and 

Ri-i is a linear or branched aliphatic group having at least 
1 1 carbon atoms, optionally including one or more unsaturated 
carbon-carbon bonds; 
R is selected from the group consisting of 
halogen, 
hydroxy, 
alkyl, 
alkenyl, 
haloalkyl, 
aUcoxy, 
aUcylthio, and 

-N(R3)2; 



n is 0 or 1; 
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R2 is selected from the group consisting of: 
hydrogen; 
alkyl; 
alkenyl; 
5 aryl; 

heteroaryl; 
heterocyclyl; 
alkylene-Y-alkyl; 
alkylene-Y- alkenyl; 
10 alkylene-Y-aryl; and 

alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 

-OH; 
halogen; 

15 -N(R4)2; 

-C(0)-Ci-ioalkyl; 
-C(0>0-Ci.ioalkyl; 

-N3; 
aryl; 

20 heteroaryl; 

heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Y is -O- or -S(0)o.2-; 

25 each R4 is independently selected from the group consisting of hydrogen, 

Ci-ioalkyl, and C2.ioalkenyl; and 

R3 is selected from the group consisting of hydrogen and alkyl; 

with the proviso that when L is -NH-C(O)-, and n is 0, Ri-i is a linear or 

branched aUphatic group having at least 12 carbon atoms, optionally including 
30 one or more unsaturated carbon-carbon bonds; 

or a pharmaceutically acceptable salt thereof. 

23. The compound or salt of claim 22 wherein n is 0. 
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24. A pharmaceutical composition comprising a therapeutically effective 
amount of a compound or salt of any one of claims 1 through 23 in combination 
with a pharmaceutically acceptable carrier. 

5 

25. A method of inducing cytokine biosynthesis in an animal comprising 
administering an effective amount of a compound or salt of any one of claims 1 
through 23 to the animal. 

1 0 26. A method of treating a viral disease in an animal comprising 

administering a therapeutically effective amount of a compound or salt of any 
one of claims 1 through 23 to the animal. 

27. A method of treating a neoplastic disease in an animal comprising 

1 5 administering a therapeutically effective amount of a compound or salt of any 
one of claims 1 through 23 to the animal. 

28. A method of vaccinating an animal comprising administering an effecive 
amount of a compound or salt of any one of claims 1 through 23 to the animal as 

20 a vaccine adjuvant. 

29. A method of vaccinating an animal comprising administering an effecive 
amount of JV-(2- {2-[4-amino-2-(2-methoxyethyl)-l//'~imidazo[4,5-c]quinolin-l- 
yl] ethoxy} ethyl)hexadecanamide to the animal as a vaccine adjuvant. 

25 

30. A method of vaccinating an animal comprising administering an effecive 
amount of ^^-(2- {2-[4-amino-2-(2-methoxyethyl)- l/f-imidazo[4,5-c]quinolin- 1 - 
yl] ethoxy} etliyl)octadecanamide to the animal as a vaccine adjuvant. 

30 31. A method of vaccinating an animal comprising administering an effecive 
amount of iV-(2- {2-[4-aniino-2-(2-methoxyethyl)-l//-imidazo[4,5-c]quinolin--l- 
yl] ethoxy} ethyl)dodecanamide to the animal as a vaccine adjuvant. 
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32. A method of vaccinating an animal comprising administering aa effecive 
amount of A^-(2-{2-[4-anaino-2-(2-methoxyethyl)-li/4midazo[4,5-c]quinol^^ 
yl]ethoxy}ethyl)tetradecanamide to the animal as a vaccine adjuvant. 
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